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The 300 kDa cation- independent mannose 
6-phosphate receptor (CI-MPR) mediates the 

intracellular transport of newly synthesized lysosomal enzymes containing 
mannose 6-phosphate on their N- linked oligosaccharides. In addition to 
its role in lysosome biogenesis, the CI-MPR interacts with a number of 
different extracellular ligands at the cell surface, including latent 
transforming growth factor-beta, 
insulin-like growth factor- 

II, plasminogen, and urokinase -type plasminogen activator receptor 



CONTRACT NUMBER: 



SOURCE 



PUB . COUNTRY : 
DOCUMENT TYPE 
LANGUAGE : 
FILE SEGMENT: 
OTHER SOURCE: 
ENTRY MONTH: 
ENTRY DATE: 



AB 



(uPAR) , to regulate cell growth and motility. We have solved the crystal 
structure of the N-terminal 432 residues of the CI-MPR at 1,8 A 
resolution, which encompass three out of the 15 repetitive domains of its 
extracytoplasmic region. The three domains, which exhibit similar 
topology to each other and to the 4 6 kDa cation-dependent mannose 
6 -phosphate receptor, assemble into a compact structure with the 
uPAR/plasminogen and the carbohydrate -binding sites situated on opposite 
faces of the molecule . Knowledge of the arrangement of these three 
domains has allowed us to propose a model of the entire extracytoplasmic 
region of the CI-MPR that provides a context with which to envision the 
numerous binding interactions carried out by this multi- faceted receptor. 
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PRIORITY APPLN. INFO.: AU 2001-7331 A 20010830 

WO 2002-AU1226 W 20020830 

AB The present invention is predicated on the discovery of certain 

interactions between cellular growth factors and opposing actions that 

control differentiation and migration or invasion of cytotrophoblasts into 

the uterine endometrium during pregnancy. Insulin- like 

growth factor II (IGF- II) 

and latent transforming growth factor 

beta (TGF.beta.), the inactive precursor of 

TGF.beta., complete for binding to the 

cation-independent mannose- 6 -phosphate (CIM6P) receptor 

IGF-II prevents latent TGF.beta 
. binding to the CIM6P receptor. The invention 

therefore offers a method of regulating and directing cytotrophoblast 
differentiation and function based on the interaction between IGF 
-II, latent TGF.beta. and the CIM6P 

receptor. There is disclosed a method of regulating 

cytotrophoblast and stem cell differentiation and migration characterized 
by adjusting levels of insulin- like growth 



factor II (IGF-II) available for 

binding to the cation- independent mannose- 6 -phosphate (CIM6P) 
receptor. The discovery may be applied to embryonic or adult stem 
cells to control their differentiation and migratory behavior. 
REFERENCE COUNT: 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2003040204 MEDLINE 
PubMed ID: 12547403 

The hepatocyte is a direct target for transforming 

-growth factor beta 

activation via the insulin-like 

growth factor II/mannose 

6 -phosphate receptor. 

Villevalois-Cam Laurence; Rescan Claude; Gilot David; Ezan 
Frederic; Loyer Pascal; Desbuquois Bernard; 
Guguen-Guillouzo Christiane; Baffet Georges 
INSERM U522, Unite de Recherches Hepatologiques , IFR 97, 
Hopital Pontchaillou, 35033 Rennes, France. 

of hepatology, (2003 Feb) Vol. 38, No. 2, pp. 




PUB. COUNTRY: 
DOCUMENT TYPE 
LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



code: 8503886. ISSN: 0168-8278. 
United Kingdom 
Article; (JOURNAL ARTICLE) 



SOURCE: Journal 

156-63 . 
Journal 
England: 
Journal ; 
English 

Priority Journals 
200308 

Entered STN: 28 Jan 2003 
Last Updated on STN: 9 Aug 2 003 
Entered Medline: 8 Aug 2003 
AB BACKGROUND/AIMS: The cation- independent 
mannose 6 -phosphate receptor (CIMPR) 

is overexpressed in hepatocytes during liver regeneration and has been 
implicated in the maturation of latent pro- transforming 
growth factor beta (TGFbeta) . In this study, 

we have: (1) kinetically characterized the . changes in CIMPR expression in 
regenerating liver and cultured proliferating hepatocytes; and (2) 
assessed the contribution of hepatocyte via the CIMPR to latent 
pro-TGFbeta activation. METHODS: The expression of CIMPR protein and mRNA 
in livers collected after partial hepatectomy and hepatocyte primary 
cultures was analyzed by Western and Northern blotting. Activity of 
latent pro-TGFbeta was assessed by inhibition of [3H] methyl thymidine 
incorporation into DNA. RESULTS: The expression of the CIMPR protein 
and/or mRNA progressively increased after 8 h in regenerating liver and 
42-46 h in cultured hepatocytes, prior to the onset of DNA replication. 
Both mature TGFbeta and latent pro-TGFbeta inhi bited epidermal growth 
f actor^slfimulated DNiT^s3^t:rTe^Ts^rr^h^e^atocytes_ in a dose - dependelit~_ma.nner . 
TEe ^f^f^t-^±^^\^n^^fo^Q¥h^tK^B^s reversed by twoT.igands of the CIMPR: 
beta -ga lac t'o^i^a^eT^a mannose^^^p'h o^h ate" ~~coh tlTilfiTig "1? r o te i Hi and ^a" C I M PR 
anTTibdciyT CONCLUSIONS'! — (X)~ The" ~ i"nciuc t Ton 7~o: f~ ~£h"e'~C lMPR~gene d uring live r 

regenerat ion a nd hep atocyte culture occurs in ^mi]d~Gi phase; and^(2J the 

C IMPR^mea iajt^s_ l.at ^nt^TOTGFbe t c t i va ti "on ' andTThu s may~ac ET~by~t a r g e t i ng 
TGFBeta to hepatocytes, as~a riegaVive" regulator of hepatocyte growth. 
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Binding of insulin- like growth 
factor II (IGF-II) by 
human cation- independent 
mannose 6 -phosphate 
receptor/ IGF- II receptor 

expressed in receptor-deficient mouse L cells. 



AUTHOR: Nolan C M; Kyle J W; Watanabe H; Sly W S 

CORPORATE SOURCE: Edward A. Doisy Department of Biochemistry and Molecular 

Biology, St. Louis University School of Medicine, Missouri 
63104. 

CONTRACT NUMBER: DK 4 0163 (NIDDK) 

GM 34182 (NIGMS) 

SOURCE: Cell regulation, (1990 Jan) Vol. 1, No. 2, pp. 197-213. 

Journal code: 9005331. ISSN: 1044-2030. 
PUB. COUNTRY: United States 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 199108 

ENTRY DATE: Entered STN: 8 Sep 1991 

Last Updated on STN: 3 Mar 2 000 
Entered Medline: 22 Aug 1991 
AB Mouse L cells deficient in expression of the murine cation- 
independent mannose 6 -phosphate 
receptor/insulin- like growth 

factor II receptor (CI-MPR/IGF-IIR) were stably 

transfected with a plasmid containing the cDNA for the human receptor. 
Transfected cells expressed high levels of the human receptor which 
functioned in the transport of lysosomal enzymes and was capable of 
binding 125I-IGF-II, both at the cell surface and 
intracellularly . Cell surface binding of 125I-IGF-II 
by the receptor could be inhibited by pretreatment of cells with 
antibodies to the receptor or by coincubation with the lysosomal enzyme, 
beta-glucuronidase . Expression of the receptor conferred on transfected 
cells the ability to internalize and degrade 125I-IGF-II 

Cells transfected with the parental vector and those expressing the 
human CI-MRP/IGF-IIR were found to express an atypical binding site for 
IGF-II that was distinct from, the CI -MPR/IGF- IIR and the 
type I IGF- receptor . The availability of two cell lines, one of which 
overexpresses the human CI-MPR/IGF-IIR and one deficient in expression of 
the murine receptor, may help in the analysis of the role of the receptor 
in mediating the biological effects of IGF-II. They 

should also be useful in examining the significance of binding of ligands, 
such as transforming growth factor- 
beta 1 precursor and proliferin to this receptor. 
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AB Methods of using peptides that promote cellular uptake and transfer of 

proteins to deliver macromols. to the bloodstream through the skin without 

the need for injection are described. The protein of interest is applied 

as a fusion protein with a receptor binding domain, a transcytosis domain, 

and a cleavable linker. Generally, the cleavable linker is cleavable by 

an enzyme present in higher concentration at or near the basal -lateral membrane 

of a polarized epithelial cell or - in the plasma than elsewhere in the 

body, for example, at the apical side of the polarized epithelial cell. 

The low rate of delivery of the processed protein can also lessen the risk 

of developing an immune response to the therapeutic protein (no data.). 

In other aspects, the invention provides nucleic acids encoding delivery 

constructs of the invention, kits comprising delivery constructs of the 

invention, cells expressing delivery constructs of the invention, and 

methods of using delivery constructs of the invention. Expts. developing 

the system using green fluorescent protein using cell cultures and rat 

trachea is demonstrated. 
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2006188132 MEDLINE 
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Birth insults involving hypoxia produce long-term increases 
in hippocampal [1251] insulin-like growth factor-I and -II 
receptor binding in the rat . 
Boksa P; Zhang Y; Amritraj A; Kar S 

Department of Psychiatry, McGill University, Douglas 
Hospital Research Center, 6875 LaSalle Boulevard, Verdun, 
Quebec, Canada H4H 1R3 . 

Neuroscience, (2006 May 12) Vol. 139, No. 2, pp. 451-62. 
Electronic Publication: 2006-01-31. 
Journal code: 7605074. ISSN: 0306-4522. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200607 

Entered STN: 5 Apr 2 006 
Last Updated on STN: 1 Aug 2 006 
Entered Medline: 31 Jul 2006 
Insulin-like growth factors-I and -II and insulin are structurally related 
mitogenic growth factors with multiple actions in the developing nervous 
system and adult CNS . Previous studies have demonstrated acute induction 
of insulin- like growth factors and their receptors, over a time course of 
several days, in response to hypoxic /ischemic insult to developing or 
adult brain. The current study tested whether birth insults involving 
hypoxia may produce long term changes in brain insulin- like growth factor 
or insulin receptor levels, lasting into adulthood. For this, rats were 
born vaginally (controls) , by cesarean section, or by cesarean section . 
with 15 min of added global anoxia (cesarean section+anoxia) , and brain 
[1251] insulin-like growth factor-I, [1251] insulin-like 
growth factor-II and [1251] insulin receptor 

binding sites were assessed autoradiographically at adulthood. 
[1251] Insulin-like growth factor-I receptor binding sites were increased 



AUTHOR : 

CORPORATE SOURCE 



SOURCE : 



PUB . COUNTRY : 
DOCUMENT TYPE 
LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



in all hippocampal subfields (CA1-CA3, dentate gyrus) in rats born either 
by cesarean section or by cesarean section+anoxia, compared with 
vaginal birth. [1251] Insulin-like 
growth factor- II binding was increased in all 

hippocampal subfields only in rats born by cesarean section+anoxia 
compared with either vaginal birth or cesarean section groups. 
[1251] Insulin-like growth factor-I and [1251] insulin- 
like growth factor- II binding in 

frontal cortex, striatum and cerebellum were unaffected by birth group, 
except for increased [1251] insulin-like growth factor-I binding in the 
cerebellar molecular layer of cesarean- sectioned animals. Birth group had 
no significant effect on [1251] insulin binding in any brain region. 
Affinity cross- linking experiments performed with hippocampal membranes 
from the three birth groups showed that i) [1251] insulin- like growth 
factor-I and [1251] insulin-like growth 
factor-II recognized bands of molecular weights 
characteristic of insulin-like growth factor-I and insulin- 
like growth factor-II receptors, 

respectively, and ii) [1251] insulin- like growth factor-I and [1251] 
insulin-like growth factor- 
II were displaced more potently by their respective unlabeled 
ligands than by related molecules. It is concluded that birth insults 
involving hypoxia can induce lasting increases in insulin- like growth 
factor-I and -II receptors in the CNS . There is specificity with respect 
to the subtype of insulin-like growth factor receptor affected by the ' 
particular birth insult and the brain region affected. It is suggested 
that enduring increases in levels of insulin-like growth factor receptors 
consequent to hypoxic birth insult may help to maintain hippocampal 
function at adulthood, and could modulate responsiveness to insulin- like 
growth factor administration. 
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p53 inhibitors and growth promoting agents for 
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PRIORITY APPLN. INFO.: AU 2003-904490 A 20030820 

WO 2004-AU1121 W 20040820 

AB The invention provides a method for enhancing embryo viability comprising 
administering at least one inhibitor of p53 or a p53 -associated pathway to 
one or more of the following: the embryo, oocytes, sperm, a female animal 
or a male animal. The invention discloses compns. comprising growth 
promoting agents combined with p53 inhibitors for promoting embryo 
viability. Methods for screening compds . capable of promoting embryo 
viability are included. 

REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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13 MEDLINE on STN 
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PubMed ID: 14 6 05814 

Expression of transforming growth factor-beta and 
insulin-like growth factor in molar and placental tissues. 
Pang Zhan-Jun; Xing Fu-Qi 

Department of Obstetrics and Gynecology, Nanfang Hospital, 
Guangzhou 510515, China.. LAB973@fimmu.edu.cn 
Archives of gynecology and obstetrics, (2003 Nov) Vol. 269, 
No. 1, pp. 1-4. Electronic Publication: 2002-09-26. 
Journal code: 8710213. ISSN: 0932-0067. 
Germany: Germany, Federal Republic of 
Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200405 

Entered STN: 8 Nov 2003 
Last Updated on STN : 26 May 2 004 
Entered Medline: 25 May 2004 
The semiquantitative reverse transcription polymerase chain reaction was 
employed to detect the expression of transforming growth factor beta 
(TGF-beta) and insulin-like growth factor (IGF) in complete hydatidiform 
mole, normal first- trimester villi, the normal term placenta (after 
vaginal /abdominal deliver) and the preeclamptic placenta at term. 
The expression of IGF- I mRNA was seen in all five tissues, but its level 
was much lower in the term placental tissues with preeclampsia than in 
other tissues. The content of IGF- I mRNA in villous tissues from molar 
pregnancy was slightly higher than in normal first- trimester villi. 
IGF-II mRNA was detected at similar levels in all three 
sorts of term placental tissues. However, the expression level of 
IGF-II mRNA in tissues of complete molar pregnancy was 

significantly lower than in normal first-trimester villi. TGF-beta (3) was 
found expressed in all five tissues, while TGF-beta (1) and TGF-beta(2) 
mRNA were not detected. Compared to the normal first- trimester villi, the 
expression of TGF-beta (3) in complete hydatidiform molar tissues was 
comparatively higher. Furthermore, the expression levels of TGF-beta (3) 
in the preeclamptic placenta and the normal placenta after cesarean birth 
were higher than in the placenta after vaginal delivery. We 
concluded that, the change of TGF-beta and IGF expression in placental 
tissues might be involved in the development of trophoblastic diseases of 
pregnancy . 
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Endocrine characteristics of cloned calves. 
Matsuzaki Masatoshi ; Shiga Kazuho 

Department of Animal and Grassland Research, National 
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Cloning and stem cells, (2002) Vol. 4, No. 3, pp. 261-7. 
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Entered Medline: 31 Mar 2003 
To examine the possible link between endocrine status and perinatal 
problems related to cattle cloning, plasma concentrations of Cortisol, 
adrenocorticotropic hormone (ACTH) and components of the insulin-like 
growth factor (IGF) system were compared between 13 somatic cell cloned 
and seven control Japanese Black calves (five produced by artificial 
insemination [AI] and two produced from in vitro fertilized embryos [IVP] ) 
immediately after birth. Five cloned calves required delivery by cesarean 
section (C-section) , while all of control calves were delivered by 
spontaneous vaginal delivery. The C-section delivered clones 
were heavier at birth, followed by vaginally delivered clones and IVP 
controls, and AI controls were the lightest. The neonatal mortality 
(death within the 1st week) of C-section delivered clones was also high 
(4/5) compared to that of vaginally delivered clones (1/8) or controls 
(0/7) . Plasma concentrations of Cortisol and IGF-I were lower in the 
clones than control calves although the plasma ACTH level was not 
different between the groups. A striking difference was observed in 
plasma IGF binding protein (IGFBP) profile in which cloned calves had a 
greater relative abundance of IGFBP-2 compared with controls. Observed 
differences suggest that insufficient prepartum rise in plasma Cortisol of 
cloned calves failed to initiate the switch to an adult mode of the IGF 
system during late gestation and therefore parturition was not 
spontaneous . Inappropriate developmental changes in endocrine system may 
be partly responsible for the fetal overgrowth and perinatal complications 
associated with the cloning technology. 
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PCT Int. Appl., 60 pp. 
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PRIORITY APPLN. INFO. : US 1999-393433 A 19990910 

WO 2000-US24495 W 20000907 

US 2001-781509 A3 20010212 

AB The invention has found that the Mtsl protein is expressed in white matter 
astrocytes in the spinal cord. Such expression is significantly increased 
following sciatic nerve injury or dorsal root injury, particularly in 
astrocytes surrounding dorsal funiculus containing the central processes of 
the injured primary sensory neurons. The invention has further 
demonstrated that Mtsl proteins administered extracellularly promote 
neurite outgrowth from neuronal cells. Based on these findings, the 
invention provides compns . and methods that are useful for the treatment 
of various neurol . conditions characterized by death, degeneration or 
injury of neuronal cells. 
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TITLE: Long-term follicular dynamics and biochemical 

characteristics of dominant follicles in dairy cows 

subjected to acute heat stress. 
AUTHOR(S): Guzeloglu, A.; Ambrose, J. D. ; Kassa, T.; Diaz, T. ; 

Thatcher, M.* J. ; Thatcher, W. W. [Reprint author] 
CORPORATE SOURCE: Department of Animal Sciences, University of Florida, 

Gainesville, FL, 32611-0920, USA 

thatcher@animal.ufl.edu 
SOURCE: Animal Reproduction Science, (30 April, 2001) Vol. 66, No. 

1-2, pp. 15-34. print. 

CODEN: ANRSDV. ISSN: 0378-4320. 
DOCUMENT TYPE: Article 
LANGUAGE : Engl i sh 

ENTRY DATE: Entered STN: 6 Jun 2001 

Last Updated on STN: 19 Feb 2 002 

AB The objective of this study was to examine the quality of successive 

dominant follicles (DFs) after induced heat stress. Non-lactating dairy 
cows expressing estrus at normal intervals were allocated randomly to heat 
stress (HS; n = 8) and control (C; n = 8) groups. Cows received GnRH (100 
mug, i.m.) on Day 0, a progesterone CIDR-B device on Day 4 and 
prostaglandin (PGF2alpha; 25 mg, i.m.) on Day 7 upon removal of the CIDR 
device. The DF and follicles >5 mm were aspirated on Day 8, and GnRH (100 
mug) injected following aspiration, to initiate a new follicular wave. In 
this manner, a DF was aspirated every 8 days (one "follicular cycle") for 
10 cycles. After the first follicular cycle, HS cows were placed in 
environmental chambers for 7 days during the second follicular cycle (8 h 
per day at 43.3degreeC set point and 16 h per day at 24degreeC for 4 days, 
and 8 h per day at 43.3degreeC set point and 16 h per day at 32.2degreeC 
set point for 3 days; relative humidity, 40%) and thereafter maintained 
outdoors with control cows at a mean ambient temperature ( 18 . 5degreeC; 
range 12 . 7 -26degreeC) . Rectal temperature increased (P < 0.001) in HS as 
compared with C cows (39.28 +- O.OldegreeC versus 38.78 + - 0 . OldegreeC) . 
Concentrations of estradiol (E2; 1662 +- 189 versus 1493 + - 188 ng/ml) and 
progesterone (P4; 44.7 +- 5 versus 54.1 +- 5.1 ng/ml) in follicular fluid 
(FF) of DF did not differ between C and HS treatments, respectively. 
Total FF protein concentration was greater (P < 0.05) in HS (99.7 +- 2.3 
mg/ml) than in C (92.7 +- 2.3 mg/ml) . Heat shock protein 90 (Hsp 90) in 
FF was not altered by heat stress. IGF- II ligand 

blots were conducted with FF samples (n = 79) from four HS and four C 
cows. There was a predominance of IGFBP-3 in 7 6 of 7 9 FF samples, 
indicating healthy follicular status, and only three FF samples had the 
lower molecular weight IGFBP-2 indicative of a poor quality follicle. 
Plasma P4 and E2 concentrations did not differ between C and HS groups. 
The number of class 1 and 3 follicles increased during and just after heat 
stress, but the number of class 2 follicles did not differ between C and 
HS cows. Heat stress appeared to induce a decrease in follicular 
dominance, but GnRH-induced follicular cycles resulted in devel'opment of 



healthy preovulatory follicles in both groups. 
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AB The objective was to determine the effect of dietary intake on follicle 

and oocyte morphology in unstimulated and superovulated ewes. Fifty-four 

ewes were fed grass meal at 0.5, 1.0 or 2.0 times maintenance energy 

requirements (M) for 32 days. Oestrous cycles were synchronized using 

progestagen pessaries and either unstimulated or superovulated 

with 200 mg pig FSH . The ewes were killed and ovaries were collected 

either 3 6 or 12 h before the anticipated LH surge. Serum progesterone 

concentrations in ewes on day 10 after withdrawal of the pessary 

were lower in ewes fed 2 . 0M than in ewes fed 0 . 5M or 1 . 0M (P < 0.05) . LH 

pulse frequency tended to be higher in ewes fed 2M than' 1M (1.0 + /- 0.3 

versus 0.3 +/- 0.2 pulses per 8 h) on day 6 after removal of the 

pessary but the effect was not significant. In unstimulated ewes, 

more follicles (>/= 3 mm) were observed when the animals were killed in 

ewes fed 2 . 0M (3.5 +/- 0.3) than in ewes fed 0 . 5M (2.4 +/- 0.3) or 1 . 0M 

(2.4 +/- 0.5; P < 0. 05). Fewer follicles were observed in superovulated 
ewes on 0 . 5M (7. 5 +/- 1.2) than in ewes on 1 . 0M (12.0 +/- 0.5) or 2 . 0M 

(12.3 +/- 1. 4; P < 0.05). Follicular fluid progesterone concentrations 
were higher in ewes fed 0.5M compared with those fed 1M or 2M (P < 0.05) . 
Insulin- like growth factor (IGF) -I concentrations were higher in 
follicular fluid from ewes on 1M compared with either those on 0 . 5M or 2M 

(P < 0.05), whereas IGF-II concentrations were lower 

in follicular fluid from ewes on 2M compared with those on 1M or 0 . 5M (P < 
0.05). Superovulation increased follicular fluid progesterone, 
oestradiol, IGF-I and IGF-II concentrations (P < 

0.01). Concentrations of the 34, 22 and 20 kDa IGF binding proteins were 
lower in follicles from superovulated ewes compared with unstimulated ewes 
(P < 0.05). Oocytes from superovulated ewes showed abnormalities such as 
premature activation of cumulus expansion and vacuolation of the nucleolus 
and increased frequency of detachment of interchromatin-like granules from 
the nucleolar remnant. Collectively, these results indicate that both 
high and low dietary intakes can alter systemic and follicular fluid 
hormone concentrations. Relative to dietary effects, the effects of 
superovulation were greater and involved substantial increases in 
follicular fluid hormone concentrations and abnormal oocyte morphology. 
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Patent 
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Entered STN : 6 Jul 2 0 00 
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Antibodies having binding affinity for free IGFBP-1, biological 
compositions including antibodies having binding affinity for free 
IGFBP-1, kits for detecting free IGFBP-1 using the antibodies, and cell 
lines for producing the antibodies are provided. Also provided are 
devices and methods for detecting free IGFBP-1 and a rupture in a fetal 
membrane based on the presence of amniotic fluid in a vaginal 
secretion, as indicated by the presence of free IGFBP-1 in the 
vaginal secretion. The antibodies that are provided may be 
characterized by their ability to selectively recognize those IGFBP-1 
molecules which are free of IGF-1 and IGF-2, i.e., 

antibodies which have a binding affinity for free IGFBP-1 that is greater 
than a binding affinity of the antibody to bound IGFBP-1. These 
antibodies may also be characterized by their competition with IGF-1 and 
IGF-2 for binding to IGFBP-1. 
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Antibodies to free IGFBP-1. 

Boltovskaya, Marina [Inventor] ; Fuks, Boris [Inventor, 
Reprint author] ; Konstantinov, Alexander [Inventor] ; 
Nazimova, Svetlana [Inventor] ; Starosvetskaya, Nelli 
[Inventor] ; Stepanov, Alexander [Inventor] ; Zaraisky, 
Evgeny [Inventor] 
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Patent 
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Entered STN: 12 Aug 1999 
Last Updated on STN: 12 Aug 1999 
Antibodies having binding affinity for free IGFBP-1, biological 
compositions including antibodies having binding affinity for free 
IGFBP-1, kits for detecting free IGFBP-1 using the antibodies, and cell 
lines for producing the antibodies are provided. Also provided are 
devices and methods for detecting free IGFBP-1 and a rupture in a fetal 
membrane based on the presence of amniotic fluid in a vaginal 
secretion, as indicated by the presence of free IGFBP-1 in the 
vaginal secretion. The antibodies that are provided may be 
characterized by their ability to selectively recognize those IGFBP-1 
molecules which are free of IGF-1 and IGF-2, i.e., 

antibodies which have a binding affinity for free IGFBP-1 that is greater 
than a binding affinity of the antibody to bound IGFBP-1. These 
antibodies may also be characterized by their competition with IGF-1 and 
IGF-2 for binding to IGFBP-1. 
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AB A method is provided for treating human urinary incontinence using 
therapeutic amts. of human insulin- like growth factor- I (IGF-I) 
administered systemically , intraurethrally , or periurethrally . Alteration 
of the muscles, nerves and fascia of the bladder, urethra and pelvic floor 
are the most important factors in the development of urinary incontinence. 
These alterations may occur in women subsequent to vaginal 
delivery and may be caused in both sexes by trauma and degeneration. 
IGF-I significantly decreases the incidence of urinary incontinence in 
exptl. models by its favorable actions oh muscle tissues, nervous tissues, 
and pelvic fascia, in combination or individually. Administering a 
complex of an IGF with one of the IGF binding proteins may provide a 
better response than IGF-I alone. Growth hormone may also be effective by 
virtue of its stimulatory actions on IGF-I and IGF binding protein- 3, and 
possibly by an independent action on tissue repair. 
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AB Antibodies having binding affinity for free IGFBP-1, biol. compns . 

including antibodies having binding affinity for free IGFBP-1, kits for 
detecting free IGFBP-1 using the antibodies, and cell lines for producing 
the antibodies are provided. Also provided are devices and methods for 
detecting free IGFBP-1 and a rupture in a fetal membrane based on the 
presence of amniotic fluid in a vaginal secretion, as indicated 



by the presence of free IGFBP-1 in the vaginal secretion. The 
antibodies that are provided may be characterized by their ability to 
selectively recognize those IGFBP-1 mols. which are free of IGF-1 and 
IGF-2, i.e., antibodies which have a binding affinity 

for free IGFBP-1 that is greater than a binding affinity of the antibody 
to bound IGFBP-1. These antibodies may also be characterized by their 
competition with IGF-1 and IGF-2 for binding to 
IGFBP-1. 
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AB The effects of estrogen on the reproductive tract involve cell 

proliferation, migration, and differentiation, which need to be well 
coordinated. Polypeptide growth factors are believed to play a vital role 
in a number of these cellular processes. Among the growth factors now 
documented to be associated with estrogen action are epidermal growth 
factor, transforming growth factor-a (TGFa) , transforming 
growth factor-pi (TGFpl) , TGFp2 , TGFp3 , and 

insulin-like growth factor-I (IGF-I) . Platelet- derived growth factors 
(PDGFs) are also potent mitogens, which consist of two peptide chains, 
denoted A and B, that dimerize to isoforms (PDGF-AA, -AB, and -BB) which 
differ in their functional properties, secretory behavior, receptor 
binding, and physiological effects. To study the role of the PDGF-A and 
-B chains and the PDGF receptor subunits, a and p, during 

estrogen action in the mouse reproductive tract, time -dependent changes in 
the expression of these genes were examined by Northern and in situ RNA 
analyses and by immunohistochemistry after a single treatment of immature 
CD-I (17- to 19-day-old) mice with the synthetic estrogen, 
diethylstilbestrol (DES) . Our results demonstrate estrogen modulation of 
the expression of messenger RNA (mRNA) and protein for the PDGF ligands 
and receptors in both the uterus and vagina of the mouse. Northern and in 
situ RNA analyses demonstrate time- dependent estrogen induction of the 
mRNA levels for these genes in both tissues within 3 h after treatment. 
However, distinctive mRNA expression profiles for the PDGF ligand and 
receptor genes are exhibited by the uterus and vagina in response to DES, 
especially in that the induction of transcripts for PDGF-A and both 
receptor subunits is more transient in the vagina than in the uterus. 
Steroid specificity studies demonstrate predominant estrogen- specific 
regulation of mRNA induction for these genes. Analysis of cell-specific 
RNA expression by in situ hybridization reveals prominent induction of 
transcripts for the PDGF chains and receptor subunits in the uterine and 
vaginal epithelium after estrogen treatment, although enhanced 



expression of mRNA is also 'noted in the stroma, particularly for the PDGF 
receptor subunit genes. Cellular localization of the PDGF ligand and 
receptor protein molecules by immunohistochemistry detected significant 
immunostaining for all of these proteins in both the uterus and vagina of 
control animals. After DES treatment, the uterus exhibits a significant 
decrease in the level of PDGF ligand and receptor proteins immunostained 
within 6 h, whereas less dramatic effects are observed in the vagina. 
Affinity labeling of PDGF a-receptor with [1251] PDGF-AA establishes 
the presence of functional PDGF a-receptor in the uterus and vagina. 
Estrogen treatment is found to reduce the amount of PDGF a-receptor 
that can be covalently labeled in both tissues, especially in the uterus. 
This reduction in affinity labeling of the PDGF receptor is in agreement 
with the finding of decreased immunostaining for the PDGF receptors in 
these tissues and supports estrogen modulation of PDGF receptors in the 
reproductive tract. The induction of the PDGF ligand and receptor genes 
by estrogen is a relatively early event, occurring many hours before the 
initiation of DNA synthesis in the uterine and vaginal 
epithelium, which implicates the PDGF signal transduction pathway in 
estrogen-mediated growth. Based on the coexpression of the potent PDGF 
mitogens and their receptors in the mouse reproductive tract, our findings 
demonstrate the presence in vivo of another powerful autocrine or 
paracrine loop that is regulated by estrogen, which probably plays an 
important role in estrogen action by coordinating growth and 
differentiation. Collectively, these data and other in vivo studies have 
now shown that estrogen regulates multiple peptide growth factors in the 
reproductive tract, which suggest that estrogen stimulation of DNA 
synthesis may be controlled by potent competence (PDGF and PDGF receptors) 
and progression (TGFa, epidermal growth factor, IGF- I, IGF 
-II, and their receptors) factors interacting by 

autocrine/paracrine mechanisms to insure a synchronized integrated tissue 
growth response. 
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Endometrial cell specific gene activation during 
implantation and early pregnancy. 
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online . 
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English- 
Entered STN: 21 Aug 2002 
Last Updated on STN: 21 Aug 2002 
Human endometrium expresses numerous genes to achieve an optimal uterine 
environment for implantation and maintaining the pregnancy. In 
this review, we will summarize our previous observations on progestin 
regulated gene expression, estrogen metabolic enzymes, nitric oxide 
synthase, aromatase, IGF- I and II, IGFBP-1, prolactin and glycodelin. 
These genes are differentially activated in two types of endometrial cells 
during the menstrual cycle and early pregnancy. Multiple gene activation 
driven by progestin appears to be the major event responsible for the 
differentiation of endometrial cells. They play critical roles of 
endometrial cell function during implantation and pregnancy. 
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English 
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Last Updated on STN: 2 May 2 002 
Background: Concentrations of certain substances in follicular fluid (FF) 
are related to fertilization outcome and early post- fertilization 
development. The study aim was to identify FF markers with which to 
predict embryo implantation potential. Methods: Concentrations 
of selected hormones, cytokines and growth factors in individual FF 
samples obtained during assisted reproduction treatment were related with 
treatment outcomes. Results: Mean concentrations of LH, growth hormone 
(GH) , prolactin (PRL) , 17p-estradiol (E2) and insulin-like growth 
factor (IGF) -I were higher, and that of interleukin- 1 (IL-1) was lower, in 
treatment attempts leading to a clinical pregnancy as compared with those 



LANGUAGE : 
SUMMARY LANGUAGE 
ENTRY DATE: 



AB 



in which no pregnancy was established. Concentrations of FSH, 
progesterone, tumour necrosis factor-a and IGF- II 

were similar in successful and unsuccessful attempts. In successful 
attempts, LH and GH levels were higher in those follicles from which 
oocytes giving rise to transferred embryos (i.e. embryos with best 
morphology and fastest cleavage rate) originated, as compared with other 
follicles from which a mature oocyte was recovered but was cryopreserved 
for later use. Conclusions: FF levels of LH, GH, PRL, E2 , IGF-I and IL-1 
may serve to analyse cases of repeated assisted reproduction failures and 
to assess effects of modifications of the ovarian stimulation protocol. 
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AB As evidence builds for cancer risk associated with insulin- like growth 
factors (IGFs) and their binding proteins (BPs) , capitalizing on such 
associations for cancer prevention requires identifying the determinants 
of IGF levels. We measured plasma IGF-I, IGF-II, and 
IGF BP- 3 in a cross -section of 210 men and 171 postmenopausal women 
enrolled in research as healthy controls. Using linear regression 
adjusted for age and ethnicity, we evaluated associations between IGF and 
IGF BP levels and gender, height, body mass index (BMI) , smoking, caloric 
intake, physical activity, and reproductive factors. As expected, women 
using hormone replacement therapy (HRT) recently had 

significantly lower IGF-I levels than nonusers. Overall, IGF-I and IGF 
BP-3 levels did not differ by gender, although men had significantly 
higher molar ratios of IGF-I to IGF BP-3 and lower plasma IGF- 
II than women without recent HRT use. For men, BMI was a better 
predictor of IGF-I levels than height, whereas for women, height was more 
important. Lower IGF-II levels for both genders were 

associated with higher BMI and lower physical activity. Lower physical 
activity was associated with lower IGF BP-3 levels among men. 
Miscarriage number and menopausal age were positively associated 
with IGF BP-3 levels. HRT use strongly depressed IGF-I levels among 
smokers, and additional analysis revealed no remarkable associations. 
Caloric intake was negatively associated with IGF-I levels among men. 
Results for ratios of IGF-I and IGF-II to IGF BP-3 
generally reflected those for IGF-I and IGF-II levels, 

respectively. In conclusion, whereas some traditional cancer risk factors 
were associated with IGF levels, altogether, they accounted for <15% of 
the total variability in plasma levels for each IGF, suggesting that other 
factors influence IGF levels. 
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Effect of yangjing zhongyu decoction on expression of 
insulin-like growth factor II and its receptor in 
endometrium of women with unexplained infertility 
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Entered STN : 21 Feb 2 003 
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Entered Medline: 20 Jun 2003 
AB OBJECTIVE: To investigate the effect of Yangjing Zhongyu Decoction (YJZYD) 
on expression of insulin-like growth factor II (IGF-II 
) and its receptor II (IGF-II R) in endometrium of 
women with unexplained infertility, and the relationship of 
which with the receptibility of endometrium to ovum implantation 

METHODS: Reverse transcription-polymerase chain reaction (RT-PCR) assay 
was used to detect quantitatively the expression of IGF- 
II and IGF-II R in 2 2 women with unexplained 

infertility before and after YJZYD treatment during mid- luteal 
phase. RESULTS: The. levels of IGF-II and IGF 

-II R before treatment were 0.794 +/- 0.453 and 0.725 +/- 0.354 
(in grey level, the same below) respectively, which were significantly 
increased in the same phase after treatment, reaching 1.202 +/- 0.551 and 
1.045 +/- 0.581 respectively (P < 0.01 and P < 0.05). Correlation 
analysis showed the level of IGF-II mRNA was 
positively correlated with the level of IGF-II 
either before or after treatment. CONCLUSION: 
expression of IGF-II and IGF-II R 

in the endometrium during mid- luteal phase, promote the differentiation of 
endometrium and increase its reception to ovum implantation. 



mRNA 

YJZYD could enhance the 
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The regional expression of insulin- like growth factor II ( 
IGF-II) and insulin-like growth factor 

binding protein- 1 (IGFBP-1) in the placentae of women with 
pre-eclampsia , 

Gratton, R. J. [Reprint author]; Asano, H.; Han, V. K. M. 
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Article 

English 

Entered STN: 5 Jun 2002 
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growth factors and their binding proteins regulate cellular 



proliferation, differentiation and function, and play an important role in 
placental development. IGF-II and IGFBP-1 are 

abundantly expressed by cells at the maternal- fetal interface and mediate 
cell-to-cell communication between trophoblasts and decidua. Placentae of 
pre-eclamptic pregnancies show villous cytotrophoblast proliferation, 
increased syncytial sprout formation and impaired trophoblast invasion. 
We hypothesized that the expression of IGF-II and 

IGFBP-1 by cells at the maternal -fetal interface is altered in pre 
-eclampsia. We determined the regional abundance and cellular 
localization of IGF-II mRNA and IGFBP-1 mRNA and 

protein in placentae from normotensive control and pre-eclamptic 
pregnancies. IGF-II mRNA was expressed in both the 
chorionic villi and basal plate decidua regions. Increased IGF- 
II mRNA abundance was observed in the intermediate trophoblasts of 
peri -infarct regions. IGFBP-1 expression was present only in the decidua 
of the basal plate and membranes, and this expression was decreased 
significantly in pre-eclamptic placentae. T he in creased IGF- 
II expression in the intermediate t r ophob 1 a s t su r r ound irig" 
pl"ac'ental i nfar cts suggestfs a role fqr"T*G F£I']rT.n 

placental"l^pair^ or; re mote rilng . Decreased IGFBP-1 mRNA expression in the 
basaT^plate decidua suggests that the increased concentrations of IGFBP-1 
the circulation of pre-eclamptic women is not of decidual origin. The 
altered IGF-II and IGFBP-1 expression at the 

fetomaternal interface may be important in the pathophysiology of 
pre-eclampsia . 
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AB Disorders affecting fetal growth are commonly associated with premature 

birth. IGFs and their binding proteins (IGFBPs) are potent regulators of 
fetal growth. In vitro evidence suggests that they regulate collagen 
turnover. Collagen turnover can be monitored by serum markers of type I 
collagen synthesis (PINP) and degradation (ICTP) and a marker of type III 
collagen synthesis (PIIINP) . We examined whether these markers in fetal 
circulation reflect intrauterine growth and maturity, and whether any 
interrelationship exists between them and fetal IGFs and IGFBPs in preterm 
infants before 32 wk of gestation. Cord plasma PINP, ICTP, PIIINP, IGF-I, 
IGF-II, IGFBP-1, and IGFBP-3 were determined for 98 
preterm infants. To express birth weight in units adjusted for 
gestational age, a birth weight SD score (SDS) was calculated. Negative 
correlations existed between gestational age and PINP (r = -0.43; p < 
0.0001), ICTP (r = -0.34; p = 0.002), and PIIINP (r = -0.34; p = 0.0001). 
Positive correlations existed between birth weight SDS and PINP (r = 0.40; 



p = 0.0002) and ICTP (r = 0.48; p < 0.0001) but not PIIINP. Moreover, 
birth weight SDS was positively correlated with IGF-I (r = 0.58; p < 
0.0001) and IGFBP-3 (r = 0.44; p < 0.0001) and negatively correlated with 
IGF-II (r = -0.36; p = 0.003) and IGFBP-1 (r = -0.50; p 

< 0.0001). Gestational age correlated with IGFBP-3 (r = 0.25; p = 0.03). 
In preeclampsia, IGF-I was lower (p = 0.002) and IGFBP-1 higher (p < 
0.0001), also after adjustment for fetal size. The number of antenatal 
glucocorticoid treatments was associated with lower ICTP (p = 0.04), 
higher IGF-I (p = 0.002), lower IGF-II (p = 0.02), 

lower IGFBP-1 (p = 0.05), and higher IGFBP-3 (p = 0.004), also after 
adjustment for potential conf ounders . In multiple regression analysis, 
the factors significantly associated with PINP (R2 = 0.47) were 
gestational age and IGF-I, and those associated with ICTP (R2 = 0.54) were 
IGF-I, gestational age, and antenatal glucocorticoid treatment. We 
conclude that IGF-I may be involved in regulation of type I collagen 
turnover in the growing fetus. Cord blood PINP and ICTP reflect both 
fetal growth and maturity and deserve evaluation as potential indicators 
of postnatal growth velocity in preterm infants, whereas PIIINP reflects 
fetal maturity. 



L4 ANSWER 18 OF 
STN 

ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



AUTHOR (S) : 

CORPORATE SOURCE: 
SOURCE : 



DOCUMENT TYPE: 

LANGUAGE : 
ENTRY DATE: 



42 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on 

2002:165692 BIOSIS 
PREV200200165692 

IGF-II and its receptors are present in 
human granulosa -luteal cells, and IGF-II 
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Objective: To compare levels of insulin-like growth factor (IGF) 
components in the peritoneal fluid of patients with and without 
endometriosis. Design: Patients with endometriosis were compared with 
control patients. Setting: Seoul National University Hospital, Korea. 
Patient (s): Forty-three patients with endometriosis and 20 patients 
without endometriosis. Intervention ( s) : Peritoneal fluid specimens were 
collected. Main Outcome Measure(s): Insulin-like growth factors, IGF 
binding protein (IGFBP) profiles and IGFBP-3 protease activity. 
Result (s): The IGF-I levels in peritoneal fluid were significantly higher 
in patients with endometriosis than in control patients, while the IGFBP-3 
levels and the relative proportion of "IGFBP- 2 in peritoneal fluid were 
significantly lower in patients with endometriosis than in control 
patients. However, IGF-II levels, IGFBP-4 profiles, 

and IGFBP-3 protease activity did not differ significan tly b etween^the two 
groups^,. No correlation between these IGF components - in** per ilfoneal fluid 
and the stage of endometriosis was noted. Conclusion ( s) : The profiles of 
IGF components in peritoneal fluid of patients with pelvic endometriosis 
may play an important role in the growth of ectopic endometrium and 
endometriosis -induced infertility. (C)2000 by American Society 
for Reproductive Medicine. 
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BACKGROUND: Insulin-like growth factors (IGFs) in the intraovarian 
autocrine control mechanism may serve as a central signal, and the 
granulosa cell is their site of production, reception, and action. In 
addition, various IGF-binding proteins (IGFBPs) are thought to modulate 
and regulate the actions of IGFs and in turn influence the growth and 
maturation of ovarian follicles. METHODS: To further investigate the 
follicular growth and maturation regulated by IGFs and IGFBPs in the ovary 
of low responders, 14 cases of low responders cotreated with growth 
hormone (GH) were studied. Another 14 normal responders without GH 
treatment were also recruited as controls. RESULTS: Serum levels of 
estradiol on day 6 and day 9 of the cycle and on the day of HCG 
administration, and the numbers of oocytes retrieved and follicles on the 
day of oocyte retrieval were significantly lower in low responders before 
growth hormone (GH) treatment than those in low responders after GH 
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treatment as well as those in normal responders. Expression of both 
IGF-II and IGFBP-1 mRNA was elevated (by 23% and 35%, 

respectively) in granulosa cells from low responders after GH treatment as 
compared to that in low responders before GH treatment. In contrast, 
there was a substantial decrease (16%) in expression of IGFBP-3 mRNA in 
granulosa cells from low responders after GH treatment. Clinically, the 
pregnancy rate was lower in low responders after GH treatment as compared 
to controls (7% vs. 29%). CONCLUSION: Cotreatment with growth hormone in 
low responders might not increase the pregnancy rate. 

L4 ANSWER 21 OF 42 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on 
STN 

ACCESSION NUMBER: 2000:141225 BIOSIS 
DOCUMENT NUMBER: PREV2 0 00 0014 1225 

TITLE: Genetic analysis of insulin-like growth factor II and HLA-G 

in pre-eclampsia. 

AUTHOR (S) : Bermingham, J.; Jenkins, D. ; McCarthy, T. [Reprint author]; 

O'Brien, M. 

CORPORATE SOURCE: Department of Biochemistry, University College Cork, Cork, 

Ireland 

SOURCE: Biochemical Society Transactions, (Feb., 2000) Vol. 28, No. 

2, pp. 215-219. print. 

Meeting Info.: The 670th Meeting of the Biochemical 
Society. Cork, Ireland. September 07-09, 1999. Biochemical 
Society. 

CODEN: BCSTB5 . ISSN: 0300-5127. 
DOCUMENT TYPE: Conference; (Meeting) 

Conference; (Meeting Paper) 
LANGUAGE: English 

ENTRY DATE: Entered STN: 19 Apr 20 00 

Last Updated on STN: 4 Jan 2 002 

L4 ANSWER 22 OF 42 BIOSIS COPYRIGHT (c) 2 006 The Thomson Corporation on 
STN 

ACCESSION NUMBER: 2000:442650 BIOSIS 
DOCUMENT NUMBER: PREV200000442650 

TITLE: Seminal plasma insulin- like growth factors (IGFS) and 

IGF-binding proteins in infertile men with low sperm counts 
and low sperm motility. 

AUTHOR(S): Lee, K.-O. [Reprint author]; Fu, L.; Miao, Z.-R.; Bongso, 

A. -T. 

CORPORATE SOURCE: Lower Kent Ridge Road, Singapore, Singapore 

SOURCE: Growth Hormone and IGF Research, (June, 2000) Vol. 10, No. 

3, pp. 164-165. print. 

Meeting Info. : 2000 Meeting of the Growth Hormone Research 
Society: Basic and Clinical GH and IGF-I Research in the 
Postgenomic Era. Goteborg, Sweden. September 07-09, 2000. 
ISSN: 1096-6374. 

DOCUMENT TYPE: Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 

LANGUAGE: English 

ENTRY DATE: Entered STN: 18 Oct 2 000 

Last Updated on STN: 10 Jan 2 002 

L4 ANSWER 23 OF 42 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on 
STN . 

ACCESSION NUMBER: 2000:117219 BIOSIS 
DOCUMENT NUMBER: PREV2 0 000 0 117219 

TITLE: Role of the IGF system in trophoblast invasion and 

pre-eclampsia . 

AUTHOR (S) : Irwin, J. C. [Reprint author]; Suen, L.-F.; Martina, N. A. ; 

Mark, S. P.; Giudice, L . C. 
CORPORATE SOURCE: Division of Reproductive Endocrinology and Infertility, 

Department of Gynecology and Obstetrics, Stanford 



•decreased' ovarian reserve group compared with the 'normal' ovarian 

reserve group, with no L__change in estradiol or IGF- II 

levels. This resulted in a decreased molar IGF-I: BP ratio and an 

rflcr'e'ased molar IGF- II : IGFBP-1 ratio. In unstimulated 

cycles, mean follicular fluid concentrations of IGFs did not differ 

significantly compared with those in stimulated cycles, whereas 

concentrations of IGFBP-1 and IGFBP-3 were significantly lower, leading to 

higher molar ratios of the IGFs to the binding proteins. Conclusions: 

Follicular fluid IGF and binding proteins vary as a function of ovarian 

reserve and gonadotropin stimulation. This may reflect either differences 

in oocyte quality or a suboptimal follicular fluid environment. 
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AB Growth factors and related peptides are believed to medicate and 
modulate the actions of hormones at their target tissues through 
autocrine/paracrine mechanisms. Endometrial stromal cells produce 
insulin-like growth factors I and II (IGF-I and IGF-II 
) as well as the high-affinity IGF binding proteins (IGFBPs) , whereas 
epithelial cells and, in a lesser amount, also stromal cells contain cell 
membrane receptors for IGFs. IGFs have proliferative, dif f erentiative and 
metabolic effects. Estrogen stimulates IGF-I gene expression in the 
endometrium, and IGF-I is assumed to mediate estrogen action. IGF 
-II gene expression is associated with endometrial 

differentiation. All six high-affinity IGFBPs are expressed in human 
endometrium, the most abundant being IGFBP-1. This is secreted by 
predicidualized/decidualized endometrial stromal cells in late secretory 
phase endometrium and pregnancy decidua, i.e. under the action of 
progesterone. The primary negative regulator of IGFBP-1 expression is 
insulin, by inhibiting IGFBP-1 transcription. IGFBP-1 inhibits the 
receptor binding and biological action of IGF-I in the endometrium and in 
cultured human trophoblastic cells. These findings support the view that 
the IGF system has autocrine and paracrine functions in the regulation of 
endometrial proliferation and differentiation. After implantation 
, decidual IGFBP-1 may regulate IGF actions at the embryo -endometrial 
interface, since trophoblast cells contain IGF receptors and express 
IGF-II, but do not express IGFBP-1. Clinical conditions 
that are known to increase the risk of endometrial cancer are all 
characterized by the absence of IGFBP-1. Thus, like unopposed estrogen, 
unopposed IGF-I action may also lead to uncontrolled endometrial 
proliferation and favor the development of endometrial cancer. The 
measurement of mRNAs encoding the IGF system might provide a novel tool to 
evaluate the endometrial response to endogenous and exogenous estrogens 
and progestins at the molecular level . 
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Objective: To determine the effects of hMG and highly purified FSH on 
follicular production of the ovarian growth factors transforming growth 
f actor-betal, (TGF-betal) , insulin-like growth factors I and II (IGF-I and 
IGF- II) , and insulin- like growth factor binding 

proteins -1 and -3 (IGFBP-1 and IGFBP-3) . Design: Controlled clinical 
study. Setting: University IVF program. Patient (s): One hundred twenty 
women who were <38 years old and had a >3-year duration of 
infertility in their present relationship participated in the 
study. Intervention (s) : Follicular fluid and matched serum were collected 
at oocyte pick-up and analyzed for growth factors and E2 with the use of 
ELISA and RIA. Main Outcome Measure(s): Levels of TGF-betal, IGF-I, 
IGF-II, IGFBP-1, and IGFBP-3 in follicular fluid and 

levels of E2 in serum were measured. Result (s) : Compared with highly 
purified FSH, ovarian hyperstimulation with hMG produced lower levels of 
TGF-betal and IGF-I and higher levels of IGFBP-1. Levels of IGF 
-II and IGFBP-3 were similar with the 2 treatments. 

Conclusion (s) : In patients undergoing IVF, the follicular expression of 
TGF-betal, IGF-I, and IGFBP-1 was regulated differently by highly purified 
FSH compared with a preparation containing FSH and LH in a 1:1 ratio 
(hMG) . The results indicate that FSH and LH control ovarian production of 
these growth factors differentially. 
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AB It has been suggested that adjunctive growth hormone (GH) therapy- 
improves ovarian response and in vitro fertilization (IVF) outcome in 
specific groups of patients. The correlation between insulin-like growth 
factor (IGF) and GH is well established. The aim of this study was to 
determine whether changes in plasma GH correlate with IGF blood levels in 
patients during IVF treatment. Thirty-six women undergoing IVF and embryo 
transfer (ET) were examined. Ovarian stimulation was carried out by 
gonadotropin- releasing hormone agonists (GnRHa) and gonadotropins. Blood 
was drawn at the early and late follicular phase, on the day of human 
chorionic gonadotropin (hCG) injection and at the mid- and the late luteal 
phases. The samples were assayed for IGF- I, IGF- II, 

IGF-binding protein-3 (IGF BP-3), GH and estradiol. According to the 
IGF-I and GH plasma levels, patients were divided into three major groups: 
Group I consisted of patients in whom peak levels of GH reached more than 
4 ng/ml and IGF-I decreased significantly. In this group, estradiol 
levels were 1863 ± 14 9 pg/ml . Group II consisted of patients in whom 
peak blood GH levels did not exceed 2.5 ng/ml and IGF-I level remained 
unchanged. In this group estradiol levels were 630 + 57 pg/ml. Group 
III consisted of patients in whom blood GH levels were low and remined 
unchanged while estradiol levels were 1600 ± 420 pg/ml. In this group 
no significant increase in IGF levels were observed. There was no 
significant change in the levels of either IGF-II or 
IGF BP-3 in any of the groups. We can conclude that (1) there is a 
negative correlation between GH and IGF-I plasma levels in patients 
undergoing controlled ovarian hypers timul at ion (COH)-IVF, when levels of 
estradiol and GH are elevated; (2) plasma levels of IGF-I under ovarian 
hyperstimulation are probably regulated by a multifactorial system; and 
(3) no correlation was found between the plasma levels of IGF-I and those 
of IGF-II and IGF BP-3 in all patient groups. 
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AB It has been suggested that adjunctive growth hormone (GH) therapy 

improves ovarian response and in vitro fertilization (IVF) outcome in 
specific groups of patients. The correlation between insulin-like growth 
factor (IGF) and GH is well established. The aim of this study was to 
determine whether changes in plasma GH correlate with IGF blood levels in 
patients during IVF treatment. Thirty-six women undergoing IVF and embryo 
transfer (ET) were examined. Ovarian stimulation was carried out by 
gonadotropin- releasing hormones agonists (GnRHa) and gonadotropins. Blood 



was drawn at the early and late follicular phase, on the day of human 
chronic gonadotropins (hCG) injection and at the mid- and the late luteal 
phases. The samples were assayed for IGF- I, IGF- II, 

IGF-binding protein-3 (IGF BP-3), GH and estradiol. According to the 
IGF-I and GH plasma levels, patients were divided into three major groups: 
Group I consisted of patients in whom peak levels of GH reached more than 
4 ng/ml and IGF-I decreased significantly. In this group, estradiol 
levels were 1863 ± 149 pg/ml . Group II consisted of patients in whom 
peak blood GH levels did not exceed 2.5 ng/ml and the IGF-I level remained 
unchanged. In this group estradiol levels were 630 ± 57 pg/ml. Group 
III consisted of patients in whom blood GH levels were low and It has been 
suggested that adjunctive growth hormone (GH) therapy improves 
ovarian response and in vitro remained unchanged while estradiol levels 
were 1600 ± 420 pg/ml. In this group no significant increase in IGF 
levels were observed. There was no significant change in the levels of 
either IGF-II or IGF BP-3 in any of the groups. We 

can conclude that (1) there is a negative correlation between GH and IGF-I 
plasma levels in patients undergoing controlled ovarian hyperstimulation 
(COH)IVF, when levels of estradiol and CH are elevated; (2) plasma levels 
of IGF-I under ovarian hyperstimulation are probably regulated by a 
multifactorial system; and (3) no correlation was found between the plasma 
levels of IGF-I and those of IGF-II and IGF BP-3 in 
all patient groups. 
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AB Insulin- like growth factors (IGF-1 and IGF-2) are 

synthesized by many tissues in response to GH treatment and regulate 
cellular growth and differentiation. Fetal serum contains abundant GH, 
and many fetal tissues express GH receptors, but the clinical significance 
of GH in fetal development in humans is uncertain because hypopituitary 
newborns have normal birth size. The biological actions of IGFs are 
modulated by a family of binding proteins (IGFBPs) . The demonstration of 
IGF and IGFBP transcripts in preimplantation embryos indicates that the 
influence of IGFs and IGFBPs in fetal development begins even prior to 
implantation. IGF and IGFBP mRNAs , except IGFBP- 1 mRNA, are 
expressed at variable levels in many fetal tissues throughout gestation. 
Although the IGF mRNAs are widely expressed, IGFBP mRNAs manifest in 
specific cell types in a spatially and temporally specific manner, 
suggesting that they indicate sites of IGF action. Conditions of 
undernutrition and chronic hypoxemia, known to cause intrauterine growth 
retardation in fetuses, alter IGFBP and IGF-1 but not IGF- 
2 gene expression, thus indicating the role for IGF-1 and IGFBPs 
as mediators of altered growth. IGF and IGFBP genes are also expressed in 
many fetal endocrine tissues including those secreting sex steroids. Null 
mutation of the IGF-1 gene leads to retarded development of the primary 
sex organs. In the fetal adrenal gland, IGF-2 mRNA is 

localized to 3 -beta -hydroxys teroid hydrogenase (3-beta-HSD) immuno reactive 
cells, suggesting a close relationship to steroid hormone biosynthesis. 



IGFBPs are important paracrine modulators of IGF action during 
development, and are crucial regulators of cellular growth and 
differentiation by modulating IGF-dependent or -independent actions in all 
tissues including developing endocrine glands. 
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AB As it has been hypothesized that IGF-binding proteins (IGFBPs) may have a 
role as autocrine/paracrine factors in regulating the local actions of the 
insulin-like growth factors (IGFs) in the ovary, we studied the production 
of the IGFBPs by human granulosa cells (GC) in culture and the role of 
IGFBP-3 in the modulation of ovarian cell responsiveness to IGF- I and FSH. 
To this purpose, human luteinizing GC were cultured in serum- free 
conditions for 24 h and subsequently submitted to increasing 
concentrations (2-8 nmol/1) of recombinant non-glycosylated or partially 
glycosylated IGF-BP-3 for 48 h, in the presence or absence of IGF-I, 
des (1-3) IGF-I - a truncated analog of human IGF-I with markedly reduced 
binding ability to IGFBPs - and FSH (5-20 mlU/ml) . The results 
demonstrate that human GC release IGFBP-1-2 and -3 into the medium, and 
that FSH is able to inhibit this release, while GH is clearly inhibitory 
on IGFBP-1 and stimulatory on IGFBP-3. Both IGF-I and des (1-3 ) IGF-I 
significantly (p It 0.001) stimulate E-2 production by human GC in culture 
in a manner comparable to that of FSH in the dose range used. 
Preincubation for 2 h at 22 C with IGFBP-3, to allow the formation of the 
IGF-IGFBP complex, drastically reduced the stimulatory effect of IGF-I but 
not that of des ( 1-3 ) IGF-I . IGFBP-3 was also able to inhibit the 
stimulatory effect of FSH. These data show that: i) the IGF peptide is 
less active when bound to IGFBP-3; ii) as IGFBP-3 does not affect the 
potency of des ( 1-3 ) IGF-I , its inhibitory action is exerted upstream of the 
membrane receptor binding; iii) as the action of IGFBP-3 is exerted by 
binding the IGF peptide, its inhibitory effect on FSH points out the role 
of the locally produced IGF- II in potentiating the FSH 
action on human GC. 
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AB Differences in endocrine and metabolic responses to porcine somatotropin 
administered by daily injection or sustained- release implant (pSTSR) have 
been previously observed in genetically lean and obese, gilts and barrows. 
The current study extended those findings by examining responses to pST-SR 
in gilts and boars of a contemporary crossbred line, as well as lean and 
obese lines. Pigs were treated with 0, 1, or 2 pST-SR implants inserted 
subcutaneous ly behind the ear. The osmotically driven pST-SR implants 
delivered 2 mg of recombinant pST/d. Pigs were bled on d 0 , 7, 14, 28, 
and 42 after implantation. Sera were assayed for pST, 
insulin-like growth factor (IGF) -I, IGF-II, 

IGF-binding protein-2 (IGFBP-2), insulin, glucose, and blood urea nitrogen 
(BUN) . Circulating pST concentrations were increased in a dose -dependent 
manner (P It .001) in the pST-SR treated pigs, but remained elevated (P It 
.05) only in the 4 mg of pST-SR/d group on d 42. Significant effects of 
line, dose, time, line times dose, and time times dose were noted for 
IGF-I. Serum IGF-I was elevated in a dose -dependent manner over the 42-d 
period in all pST- treated swine. Examination of the line times dose times 
time interaction indicated that the IGF-I response to pSTSR was greatest 
in the obese line compared with the lean and crossbred lines. Conversely, 
serum IGF-II responded to pST-SR to the least extent 

in the obese pigs. Circulating IGFBP-2 concentrations were reduced by 
pST-SR, but were not affected by line. The BUN concentrations were 
reduced by pST-SR. An interaction of line times dose times time (P It 
.001) indicated that the response was greater in the obese line. Line 
times dose times time interactions were also noted for insulin and glucose 
concentrations, which were elevated by pST-SR in a dose -response manner in 
all lines, but to a much greater extent in the obese pigs. These data 
confirm that sex and genotype influence the metabolic and endocrine 
responses to pST-SR, as demonstrated previously using daily injections of 
pST. 
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AB We determined follicular fluid concentrations of insulin-like growth 
factor (IGF) -I, IGF-II and inhibin as a function of 

day 3 serum follicle stimulating hormone (FSH) in 16 women undergoing 
follicular fluid aspiration in preparation for in-vitro fertilization and 
• embryo transfer. Follicular fluid concentrations of IGF-I and IGF 
-II were significantly less in the 'low' FSH group as compared 
to the 'high' FSH group. The mean IGF-I concentration was 67.6 ng/ml 
(confidence intervals (CI) 51.6-92.5) in the 'low' FSH group compared to 
87.1 ng/ml (CI 72.8-104.2; P It 0.025) in the 'high' FSH group. Mean 
IGF-II concentrations were 354.8 ng/ml (CI 297.8-422.9) 



in the 'low' FSH group compared to 489.8 ng/ml (CI 384.6-624.5; P It 0.05) 
in the 'high' FSH group. Follicular fluid inhibin concentrations did not 
differ between groups. These differences in follicular fluid IGF as a 
function of day 3 FSH may raise questions regarding the role growth 
factors play in the physiological processes of the ageing follicle.* 
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Last Updated on STN: 27 Dec 1995 
Entered Medline: 2 Nov 1995 
Growth factors and cytokines are currently under investigation as 
potential therapeutics for the site-specific regeneration of 
alveolar bone. Many of these factors, including TGF-beta, PDGF, IGF-I, 
IGF-II, and FGF influence bone growth and resorption, 

and as such may be useful in the regeneration process. However, these 
molecules have effects on many other tissue and cell types. In contrast, 
the bone morphogenetic proteins (BMPs) represent a unique set of 
differentiation factors that induce new bone formation at the site of 
implantation instead of changing the growth rate of pre-existing 
bone. Recombinant human BMP- 2 (rhBMP-2) , for example, has been shown to 
induce ectopic bone formation in an in vivo setting. Cell culture studies 
indicate that rhBMP-2 can cause mesenchymal precursor cells to 
differentiate into cartilage- and bone-forming cells. Additional animal 
studies have shown that rhBMP-2 is capable of replacing large (2.5 cm) 
defects in canine mandibles, healing a variety of long bone defects in 
orthopedic animal models, and repairing bony defects in animal models of 
bone lost due to periodontal disease. These results suggest that rhBMP-2 
has broad therapeutic potential for dental and 
cranio/maxillofacial reconstruction . 
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Relationship between serum estradiol concentration and 
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in patients with premature ovarian failure on short-term 
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J; Gwinup G 
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OBJECTIVE- -Insulin- like growth factors (IGFs) exert stimulatory effects on 
follicular growth and development, and early embryogenesis . In view of 
this, we studied the effect of short-term estradiol treatment, as used in 
preparing the uterus for embryo implantation, on the serum 

concentrations of IGFs and their binding proteins (IGFBP) in patients with 
premature ovarian failure (POF) . PATIENTS AND METHODS- -Twenty- four 
patients with POF, enrolled in an assisted reproduction program, were 
treated with increasing doses of estradiol up to 8 mg daily for 6 weeks. 
Blood was sampled for measurement of serum estradiol, IGF-I, IGF 
-II, and IGFBP 1, 2 and 3 at various times during estradiol 
treatment. RESULTS- -There was no significant correlation between serum 
estradiol concentrations and the serum concent rat ion s^of-^IG^-'I— -and 

IGF - IT" As^expected7^lSF r I"^nd IGF^II " " * 

concentrations in serum correlated posi tively with the serum concentration 
of IGFBP -3,,_ the major IGF-binding_p_rot ein in "ser umT CONCLUSTON~THe 
results of this^study^su^ge^t^that estradiol therapy as used to ( 
prepare the uterus for implantation has no significant effect on 
serum IGF-I and IGF-II concentrations, and therefore 

probably does not influence, via an IGF-mediated mechanism, the success of 
implantation and early embryonic development. 
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Identification of insulin-like growth factor-binding 
protein- 3 (IGFBP- 3) fragments and IGFBP- 5 proteolytic 
activity in human seminal plasma: A comparison of normal 
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AB Previous studies have demonstrated that insulin-like growth factor (IGF) 

peptides, IGF-binding proteins (IGFBPs) , and IGFBP-3 proteolytic activity, 
are present in human seminal plasma (SP) . In this study, we have further 
characterized the IGFBPs in SP using immunoprecipitation and Western 
ligand blotting, Western immunoblotting, affinity cross- linking and 
immunoprecipitation, and RIA of IGFBP-3 using two different assays and 
have identified additional proteolytic activities for IGFBP-4 and IGFBP-5 
in SP. Immunoprecipitation with antibodies to IGFBP-2, IGFBP-3, and 
IGFBP-4, before and after affinity cross-linking, demonstrated that intact 
IGFBP-2 and IGFBP-4 are present in SP, but intact IGFBP-3 is absent. Low 
mol wt fragments of IGFBP-3, which did not bind to IGF-I or IGF- 
II on Western ligand blot and did not cross-link to IGF- 
II, were demonstrated on Western immunoblot and were measurable by 
two different RIAs . Proteolytic activities for IGFBP-4 and IGFBP-5 were 
demonstrated in SP by incubation with the respective iodinated IGFBPs. On 
comparing the proteolytic activity for IGFBP-4 by purified 
prostate-specific antigen (PSA; a known IGFBP-3 protease in SP) or by SP 
with measured equivalent concentrations of PSA, the dose response and 
fragment patterns were identical. With IGFBP-5, however, proteolysis by 
purified PSA was different from that by SP with measured equivalent 
concentrations of PSA: 1) proteolysis by pure PSA was less efficient than 
matched concentrations of SP; 2) the pattern of fragments after 
proteolysis by pure PSA was different from that after proteolysis by 
matched concentrations of SP; and 3) proteolysis by purified PSA was 
significantly inhibited by phenylmethylsulf onyl fluoride and aprotinin, but 
proteolysis by SP was not. We conclude that human SP contains intact 
IGFBP-2 and IGFBP-4, but has only IGFBP-3 fragments with low affinity for 
IGF peptides; that PSA is able to proteolyze IGFBP-4 and IGFBP-5 (as well 
as IGFBP-3); and that an additional IGFBP-5 protease is probably present 
in SP. There was no significant difference in any of these findings in SP 
from normal volunteers, vasectomized patients, or patients with idiopathic 
azoospermia. The roles of IGFBPs and IGFBP proteases in the male 
reproductive system and male infertility remain to be further 
elucidated. 

L4 ANSWER 37 OF 42 BIOSIS COPYRIGHT (c) 2 0 06 The Thomson Corporation on 
STN 

ACCESSION NUMBER: 1995:42511 BIOSIS 
DOCUMENT NUMBER: PREV199598056811 

TITLE: The insulin-like growth factor system in human peritoneal 

fluid: Its effects on endometrial stromal cells and its 

potential relevance to endometriosis. 
AUTHOR (S) : Giudice, Linda C. [Reprint author]; Dsupin, B. A. ; 

Gargosky, S. E.; Rosenfeld, R. G.; Irwin, J. C. 
CORPORATE SOURCE: Dep. Gynecol. Obstet . , Stanford Univ. Med. Cent., Room 

HH-333, Stanford, CA 94305, USA 
SOURCE: Journal of Clinical Endocrinology and Metabolism, (1994) 

Vol. 79, No. 5, pp. 1284-1293. 

CODEN: JCEMAZ. ISSN: 0021-972X. 
DOCUMENT TYPE: Article 
LANGUAGE: English 

ENTRY DATE: Entered STN: 25 Jan 1995 

Last Updated on STN: 2 6 Jan 1995 

AB Peritoneal fluid (PF) lines the abdomen and pelvis and is believed to 
contain growth factors that stimulate endometriosis, a benign 
gynecological condition associated with pelvic pain and 
infertility, in which endometrial cells proliferate and 

differentiate on the pelvic peritoneum, outside of their normal location 
within the uterus. In this study, we examined the insulin- like growth 
factor (IGF) system in seven paired samples of PF and serum from normally 
cycling women and examined the mitogenic potential of this fluid on 
cultured endometrial stromal cells. IGF-I, IGF-II, 



and IGF-binding protein-1 (IGFBP-1) , -2, -3, and -4 were identified in PF 
by immunoassays. PF IGF levels, determined by RIA, were approximately 60% 
of paired serum levels, and PF levels of IGFBP-2 and IGFBP-3, determined 
by Western ligand blotting and RIA, respectively, were approximately half 
of their serum concentrations. IGFBP-4 was barely detectable by Western 
ligand blotting in PF, and levels of IGFBP-1, determined by immunoassay, 
were not appreciably different in PF and serum. Incubation of (1251) 
IGF-II with serum and PF and subsequent size-exclusion 

chromatography at neutral pH revealed approximately equal incorporation of 
radiolabel in the IGFBP regions of 150 and 44 kilodaltons (kDa) in serum 
and primarily in the 44 -kDa region in PF. RIA of IGFBP-3 in the IGFBP 
regions of column effluent revealed that the majority of IGFBP-3 was in 
the 150-kDa region in both serum and PF, suggesting the presence of the 
ternary complex in PF. Western ligand blotting of column effluent samples 
revealed 37-/43-kDa IGFBP-3 primarily in the 150-kDa complex in serum and 
a marked reduction in the amount of the 37-/43-kDa IGFBP in PF. Western 
immunoblotting of column effluent with IGFBP-3 antiserum revealed 
immunoreactive IGFBP-3 forms of 37-43 kDa (major) and 28 kDa (minor) in 
serum and almost exclusively the 28-kDa band in PF, suggesting that 
IGFBP-3 in PF may be proteolytically processed. The presence of an 
IGFBP-3 protease was confirmed using (1251) IGFBP-3 as substrate and was 
not appreciably present in paired serum samples. Inhibitor profiles 
demonstrated that this protease is a metal- independent serine protease, 
and its approximate relative molecular mass was estimated to be 69 kDa, 
determined by size-exclusion chromatography. The mitogenic potential of 
IGF peptides and PF was assessed on cultured endometrial stromal cells to 
test the hypothesis that IGFs in PF may stimulate the growth of 
endometrium in the pelvic cavity, for example in the disorder of 
endometriosis. IGF-I and IGF-II were mitogenic to 

endometrial stromal cells, and maximum growth stimulation occurred at 10 
and 50 ng/mL, respectively. PF was also mitogenic to endometrial stromal 
cells in a dose -dependent fashion, and this mitogenic effect was inhibited 
up to 30% in the presence of alpha-IR3, a blocking antibody to the type I 
IGF receptor. These data demonstrate that the IGF system (IGF peptides, 
IGFBPs, and an IGFBP protease) is present in human PF. Furthermore, they 
suggest that the IGF system may be one of several growth factor systems in 
PF that has the capacity to stimulate endometrial cellular proliferation 
and may participate in the growth of ectopic endometrium on the pelvic 
peritoneum, as in the disorder of endometriosis. 
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AB The objective of this study was to determine the presence, regulation, and 
localization of specific receptors for insulin- like growth factor I 
(IGF-I) in primate reproductive tissues. Uteri were obtained from baboons 



either during the menstrual cycle, after ovariectomy with or without 
steroid treatments, or during early pregnancy (Days 18-60 postovulation 
[PO] ) . Placental and decidual tissues were collected from baboons during 
late pregnancy (Days 130-160) . Localization of type I IGF receptor was 
determined by indirect immunocytochemistry (aIR3 antibody) , and 
levels of type I IGF receptors were determined by affinity cross-linking 
and binding assays. Specific staining for type I IGF receptors was 
present in the membranes of glandular epithelial cells throughout the 
cycle and early pregnancy; however, there was a decrease in staining 
intensity by the late luteal phase and also throughout early pregnancy 
compared to the late follicular phase. Specific receptor staining was 
absent in stromal cells throughout the cycle. By Day 19 PO, stromal cells 
directly under the trophoblast were positive for type I IGF receptor, and 
an increase in stromal staining at the implantation site was 
observed as pregnancy proceeded. Stromal staining was apparent in non- 
implantation site tissue by Day 32 PO. Some placental villi 
showed positive receptor staining as early as on Day 18 PO, and an 
increase in the number of positive villi was apparent as pregnancy 
progressed. An 125I-IGF-I- protein complex of approximately 140 000 
daltons, corresponding to the a subunit of the type I IGF receptor, 
was detected in endometrial, placental, and decidual membranes. The 
intensity of this signal was high in endometrium from the follicular 
phase, whereas low levels were detected in endometrium from the luteal 
phase. Throughout early pregnancy, a receptor subunit was present 
in placental and decidual membranes; a receptor subunit increased in 
placenta as pregnancy proceeded. An additional 125I-IGF-I-protein complex 
of 43 000 daltons, corresponding to IGF binding protein-I (IGFBP-I) , was 
present in decidual membranes and appeared to increase as pregnancy 
proceeded. Specific binding of 125I-IGF-I to placental membranes was 
displaced by unlabeled IGF-I and ocIR3 antibody, whereas both 
unlabeled IGF- I and IGF- II competed equally for 

binding to decidual membranes. Scatchard analysis of 125I-IGF-I binding 
to placental membranes revealed a single class of high-affinity receptors 
(K(D) = 2.35 ± 0.8 nM; mean ± SEM) . These data indicate that the 
majority of 125I-IGF-I binding to decidual membranes is due to the 
presence of IGFBP-I, whereas placental membranes contain primarily type I 
IGF receptors. The data also suggest that type I IGF receptor is 
hormonally regulated and support the hypothesis that IGF-I mediates 
stromal/epithelial and trophoblast/maternal interactions via the type I 
IGF receptor. 
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AB To investigate the effect of growth factors on pre- implantation 

development, bovine zygotes, produced by in vitro fertilization (IVF) of 
in vitro-matured (IVM) oocytes, were cultured in a serum- free medium to 
which the following growth factors were added one at a time: epidermal 
growth factor (EGF) , acidic fibroblast growth factor (a-FGF) , insulin-like 
growth factor-II (IGF-II) , platelet-derived growth 

factor from human platelets (PDGF) , and platelet-derived growth factor-AB, 



human, recombinant (PDGF-AB) . All growth factors were added at a dose of 
either 10 or 50 ng/ml, except PDGF which was added at a dose of either 5 
or 15 ng/ml. The control medium was TCM 199 supplemented with sodium 
pyruvate (0.25 mmol/1) , BSA (10 mg/ml) , insulin (5 pg/ml) , transferrin (5 
mu-g/ml) , and sodium selenite (5 ng/ml) . Embryos were cultured for 8 days 
(day of insemination = Day 0) . The mean percentages of first cleavage on 
Day 2 varied from 67% to 86% and the differences between the 2 doses, or 
between the control and growth factor- treated groups were not significant 
(p gtoreq 0.13) . The effects of the two doses on subsequent development 
up to the blastocyst stage did not differ either (p gtoreq 0.12). There 
was no stimulatory effect of any of the used exogenous growth factors on 
embryo development up to the morula or blastocyst stage on Day 7, or 
blastocyst stage on Day 8. Moreover, medium supplemented with PDGF had 
fewer blastocysts than the control (p Itoreq 0.03). The results indicate 
that growth factor supplementation may not necessarily"^Inc^^se the yield 
of "blastocysts from bovine IVM-IVF oocytes in a serum- free medium. 
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AB OBJECTIVE: To investigate whether insulin-like growth factor II ( 
IGF-II) is present in follicular fluids (FF) and whether 
IGF- II in FF plays an important role on human ovarian 
function. DESIGN, SETTING, PATIENTS: Insulin-like growth factor II 
concentrations were measured using' an RIA technique in 46 samples of human 
FF obtained from 20 patients who were undergoing IVF and ET. The 
distribution profiles of unsaturated IGF-II binding 
protein were also investigated. Moreover, the effect of IGF- 
II on steroidogenesis by cultured granulosa cells (GCs) obtained 
simultaneously in the IVF-ET program was investigated. RESULTS: The 
IG F-II levels in FF (92 . 7 +/ - J 7^5_nmoL/L)— were 

approximately e^Kt^trime's^ .greater— than those— of - IGF - 1 (11.4 +/- 1.0 
nmol/L) , and significant^ positive- eorrelations_were obse rved betw een these 
IGFs in~FF~~.~~~' j3y SephadelT G-150 gel -chromatography of FF, two apparent 
peaks of unsaTurated IGF-II binding protein could be 
detected in the high molecular weight (MW) (150 kd) and low MW 
(approximately 36 to 38 kd) regions. Additionally, IGF- 
II dose dependently increased the release of P and E2 from the 
cultured human GCs. CONCLUSIONS: These findings suggest that the large 
quantity of IGF-II in FF may play .possibly some~Tores * 
in the ovarian steroidogenesis. 
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GH therapy increases the ovarian response to gonadotropin 

stimulation in women presenting with ovaries that are relatively resistant 
to conventional gonadotropin therapy. As it is not completely 
certain whether GH modulates the actions of FSH on granulosa cells 
directly or via insulin- like growth factor- I (IGF- I) production, we 
studied its effect on steroid release by human granulosa cells obtained 
from subjects affected by unexplained or male factor infertility 

In all subjects, superovulation for in vitro fertilization/embryo 
transfer was induced by treatment with gonadotropins or GH plus 
gonadotropins combined. The effects of the different in vivo treatments 
were evaluated in the conditioned medium obtained after the first 24 h of 
incubation; granulosa cells from patients treated with GH released higher 
amounts of estradiol and progesterone into the medium than did granulosa 
cells from patients treated with gonadotropins alone. When the release of 
steroid due to the in vivo treatment was exhausted, cells were subjected 
to increasing concentrations of GH in the presence or absence of 200 nmol 
anti-IGF Sm 1.2 monoclonal antibody (MoAb) or the antitype I receptor 
alpha IR3 MoAb. The results revealed that GH stimulates estradiol 
production in a dose -dependent fashion, and the presence of the MoAbs 
drastically reduces the GH effect. These data demonstrate that the 
established stimulatory effect of GH on ovarian function is dependent not 
only on the increased levels of circulating IGF-I, but also on a direct 
effect of GH on granulosa cells, which seems to be mediated at least in 
part by the autocrine action of IGF, particularly IGF-II 

In fact, chromatographic analysis of medium conditioned by human 
granulosa cells revealed that these cells clearly produce IGF- 
II and IGF-binding proteins and only small amounts of IGF-I. 
Since GH appears to be able to increase the in vitro effect of both IGF-I 
and IGF-II, we can hypothesize a sensitization of the 
granulosa cells to the IGF-II produced by the cells 
themselves, which acts through the IGF-I receptor. 
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Entered Medline: 15 Jun 1992 
Despite improved diagnostic facilities and advanced in vitro studies, the 
primary causes of the polycystic ovary syndrome (PCOS) have not been 
resolved. In addition to certain enzyme deficiencies causing a PCOS -like 
state, current evidence indicates altered functions of 5 alpha -reductase 
and cytochrome P450cl7 alpha in PCOS patients as a group. However, it is 
not obvious if these are primary or secondary to the abnormal hormonal 
milieu. The relation of insulin- like growth factors (IGFs) to PCOS is of 
particular interest in view of the occurrence of IGF-II 
mRNA in the granulosa cells and the ability of IGF-I to regulate the 
granulosa cell and thecal -interstitial cell functions. In obese PCOS 
patients, the levels of sex hormone binding globulin and IGF-binding 
protein- 1 are subnormal in serum, and fasting increases them. Fasting 
also suppresses high insulin and IGF-I concentrations in the same- women. 
Growth hormone, regulated by insulin and probably by IGF-I, appears to be 
decreased in PCOS patients. Follicular growth, characteristically 
arrested in PCOS, is regulated by growth hormone to some extent, and 
growth hormone treatment has been found to improve the ovarian response to 
gonadotropins in some but not all anovulatory patients. In addition to 
the administration of growth hormone itself, therapeutic 
measures modulating the growth hormone -ovarian axis are being studied. 
High serum luteinizing hormone levels are typical of PCOS. These are 
often associated with infertility and early pregnancy loss. 
Lowering of the luteinizing hormone levels by a gonadotropin- releasing 
hormone analogue in combination with gonadotropins improves the outcome of 
pregnancies as compared with those achieved by clomiphene citrate. The 
use of the former regimen .in PCOS patients may result in ovarian 
hyperstimulation. Ovarian electrocautery has proved to be effective in 
restoring cyclicity of ovarian function with a concomitant fall in 
luteinizing hormone and androgen levels. Interestingly, an increase in 
serum insulin secretion has been noted. It remains to be elucidated if 
this therapy, followed by decreased luteinizing hormone, is 
effective in reducing the elevated risk of miscarriages in women 
with PCOS. 
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2006355037 EMBASE 

Pregnancy- induced changes in insulin- like growth factor I 
(IGF-I), insulin-like growth factor binding protein 3 
(IGFBP-3), and acid-labile subunit (ALS) in patients with 
growth hormone (GH) deficiency and excess. 
Wiesli P.; Zwimpfer C. ; Zapf J.; Schmid C. 
P. Wiesli, Department of Internal Medicine, Endocrinology 
and Diabetes, Kantonsspital Frauenfeld, CH-8501 Frauenfeld, 
Switzerland . peter . wiesli@stgag . ch 

Acta Obstetricia et Gynecologica Scandinavica, (1 Jul 2006) 
Vol. 85, No. 8, pp. 900-905. . 
Refs: 26 

ISSN: 0001-6349 E-ISSN: 1600-0412 CODEN: AOGSAE 



PUBLISHER I DENT 
COUNTRY : 
DOCUMENT TYPE: 
FILE SEGMENT: 



LANGUAGE : 
SUMMARY LANGUAGE 
ENTRY DATE: 



AB 



Background. 



JNG3570J4RGR7541 
United Kingdom 
Journal; Article 
003 Endocrinology 
010 Obstetrics and Gynecology 

037 Drug Literature Index 

038 Adverse Reactions Titles 
English 
English 

Entered STN: 18 Aug 2006 
Last Updated on STN: 18 Aug 2 006 
Under most circumstances with altered growth hormone (GH) 
secretion, the changes of insulin- like growth factor I (IGF- I) , 
insulin-like growth factor binding protein 3 (IGFBP-3), and acid-labile 
subunit (ALS) are in parallel. The aim of the present study was to 
compare the effects of pregnancy in a hypopituitary patient with those of 
pregnancy in an acromegalic patient on IGF-I, IGFBP-3, and ALS. Methods 
and results. IGF-I and ALS were low before pregnancy in the hypopituitary 
patient under glucocorticoid and thyroxine treatment. Gonadotropin 
treatment allowed her to become pregnant; IGF-I and ALS levels rose in the 
second half of pregnancy and fell again after delivery. IGF-I 
concentrations were elevated in the patient with persistent acromegaly 
before and dropped into the normal range during the first half of 
pregnancy. In the* second half of pregnancy and following delivery, IGF-I 
levels increased again. IGFBP-3 levels (as assessed by immunoblot 
analysis as well as by 125 I-IGF II ligand blotting) 

decreased markedly during pregnancy in both patients, suggesting that the 
placenta rather than pituitary GH regulates IGFBP-3 proteolysis in human 
pregnancy. The increase of IGF-I (and ALS) during the second half of 
pregnancy in the individual with pituitary GH deficiency may be attributed 
to placental GH. The fall of IGF-I (and ALS) into the normal range in the 
acromegalic patient during the first trimester of pregnancy may be related 
to decreased production or decreased half -life of these proteins. 
Conclusion. Our data suggest that measures to continuously replace GH or 
to suppress GH secretion during pregnancy in patients with GH deficiency 
or excess, respectively, may not be warranted. .COPYRGT. 2006 Taylor & 
Francis . 
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MEDLINE on STN 
20062 05532 MEDLINE 
PubMed ID: 16470809 

Enhancement of myoblast microencapsulation for gene 
therapy. 

Li Anna Aihua; Shen Feng; Zhang Tao; Cirone Pasquale; 
Potter Murray; Chang Patricia L 

Department of Pediatrics, McMaster University, Health 
Sciences Centre, Room 3N19, 1200 Main Street West, 
Hamilton, Ontario, Canada L8N 3Z5. 

Journal of biomedical materials research. Part B, Applied 
biomaterials, (2006 May) Vol. 77, No. 2, pp. 296-306. 
Journal code: 101234238. ISSN: 1552-4973. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200607 

Entered STN: 14 Apr 2006 
Last Updated on STN: 1 Aug 2006 
Entered Medline: 31 Jul 2 006 
One method of nonviral -based gene therapy is to implant 

microencapsulated nonautologous cells genetically engineered to secrete 
the desired gene products. Encapsulating the cells within a biocompatible 
permselective hydrogel, such as alginate-poly-L-lysine-alginate (APA) , 
protects the foreign cells from the host immune system while allowing 



AUTHOR 



CORPORATE SOURCE: 



SOURCE : 



PUB. COUNTRY: 
DOCUMENT TYPE 
LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



AB 



diffusion of nutrients and the therapeutic gene products. An 

important consideration is which kind of cells is the best candidate for 

long-term implantation. Our previous work has shown that 

proliferation and differentiation of encapsulated C2C12 myoblasts in vitro 
are significantly improved by inclusion of basic fibroblast growth factor 
(bFGF) , insulin growth factor II ( 
IGF- II) , and collagen within the microcapsules 

("enhanced" capsules). However, the effects of such inclusions on the 
functional status of the microcapsules in vivo are unknown. Here we found 
that comparing the standard with the enhanced APA microcapsules; there was 
no difference in the rates of diffusion of recombinant products of 
different sizes, that is, human factor IX (FIX, 65 kDa) , murine IgG (150 
kDa) , and a lysosomal enzyme, beta-glucuronidase (300 kDa) , thus providing 
a key requirement of such an immunoprotective device. Furthermore, the 
creatine phosphokinase activity and myosin heavy chain staining (markers 
for differentiation of the myoblasts) and the cell number per capsule in 
the enhanced microcapsules indicated a higher degree of differentiation 
and proliferation when compared to the standard microcapsules, thus 
demonstrating an improved microenvironment for the encapsulated cells. 
Efficacy was tested in a melanoma cancer tumor model by treating tumor 
induced by B16-F0/neu tumor cells in mice with myoblasts secreting 
angiostatin from either the standard or enhanced APA microcapsules. Mice 
treated with enhanced APA- microcapsules had an 80% reduction in tumor 
volume at day 21 compared to a 70% reduction in those treated with 
standard APA-microcapsules . In conclusion, enhancement of APA 
microcapsules with growth factors and collagen did not adversely affect 
their permeability property and therapeutic efficacy. However, 
the enhanced differentiation and viability of the encapsulated myoblasts 
in vivo should be advantageous for long-term delivery with this method of 
gene therapy. 

(c) 2006 Wiley Periodicals, Inc. 
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TITLE: Aspects of placental growth hormone physiology. 

AUTHOR (S) : Fuglsang, Jens [Reprint Author] ; Ovesen, Per 

CORPORATE SOURCE: Aarhus Univ Hosp, Gynaecol Obstet Res Lab Y, Skejby 

Sygehus, DK-8200 Aarhus N, Denmark 

Fuglsang@ki .au.dk 

SOURCE: Growth Hormone & IGF Research, (APR 2006) Vol. 16, No. 2, 

pp. 67-85. 

ISSN: 1096-6374. 
DOCUMENT TYPE: Article 

General Review; (Literature Review) 
LANGUAGE : Engl i sh 

ENTRY DATE: Entered STN: 19 Jul 2006 

Last Updated on STN: 19 Jul 2 006 

AB Placental growth hormone (PGH) has been known for 2 0 years. Nevertheless, 
its physiology is far from understood. In this review, basal aspects of 
PGH physiology are summarised and put in relation to the highly homologous 
pituitary growth hormone (GH) . During normal pregnancy, PGH progressively 
replaces GH and reach maximum serum concentrations in the third trimester. 
A close relationship to insulin-like growth factor (IGF) -I and -II levels 
is observed. Furthermore, PGH levels are positively associated to fetal 
growth. The potential importance of growth hormone receptors and binding 
protein for PGH effects is discussed. Finally, the review outlines 
current knowledge of PGH in pathological pregnancies, (c) 2006 Elsevier 
Ltd. All rights reserved. 
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PATENT INFORMATION: 



system for tissue engineering 

Hu, Ping; Shi, Yiping; Fang, Zhuangxi 

Tsinghua University, Peop . Rep. China 

Faming Zhuanli Shenqing Gongkai Shuomingshu, 

CODEN : CNXXEV 

Patent 

Chinese 

1 



6 pp. 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



CN 1584143 
PRIORITY APPLN. 
AB 



20050223 



CN 2004-10048040 20040611 
INFO.: CN 2004-10048040 20040611 

Title growth factor slow release nanofiber system for reparation 
therapy of defect tissues is prepared by compounding biodegradable 
polymer with growth factor in a nontoxic solvent and then prepare nanofiber 
slow release system by elec. spinning. The biodegradable material is 
selected from polyhydroxycarboxylic acids, polyp -hydroxybuty rate, 
polyp-hydroxyvalerate, polyp-hydroxycaproate, polylactide, 
polyglycolide, caprolactone-lactide-glycolide copolymer, polycarbonate, 
polyurethane , proteins, polyvinyl ale, chitosan, and gelatin, and the 
growth factor is bone-derived growth factor, pancreas islet cell growth 
factor, and etc. The prepared product release growth factor at constant speed 
in vivo to avoid the deactivation of the growth factor and promote cell 
proliferation and tissue repair in long term, and therefore can be made 
into membrane for implantation into defect tissues to assist the 
therapy, or directly made into tissue engineering scaffold for 
planting and culturing cells in vitro, so as to allow the cell to multiply 
into tissue substitute for implantation into body for tissue 
repair. 
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BIOSIS COPYRIGHT (c) 
2005:399151 BIOSIS 
PREV200510191699 

Placentation in the African elephant, Loxodonta africanus: 
III. Ultrastructural and functional features of the 
placenta . 

Wooding, F. B. P. [Reprint Author]; Stewart, F. ; Mathias, 
S. ; Allen, W. R. 

Univ Cambridge, Dept Physiol, Downing St, Cambridge CB2 
3EG, UK 

f bpw2@cam .ac.uk 

Placenta, (JUL 2005) Vol. 26, No. 
CODEN: PLACDF. ISSN: 0143-4004. 
Article 
English 

Entered STN: 5 Oct 2005 
Last Updated on STN: 5 Oct 2 005 
Successful transfer of nutrients to the elephant 
relies on a variety of placental modifications, 
microscopical investigations show that the structure is endotheliochorial 
from implantation to term, with unicellular, never syncytial 
trophoblast. Light and electron microscope immunocytochemistry shows the 
restriction of the glucose transporter I isoform to the basolateral 
surfaces of the trophoblast, with the glucose transporter 3 restricted to 
the apical plasmalemma of the trophoblast. Glucose transport to the fetus 
therefore requires a sequential use of both isoforms. Light and electron 
microscope cytochemistry indicate the presence of iron deposits only in 
the haemophagous zones confirming their iron transport function. No 
trophoblast areas with high concentrations of Calcium binding protein, 
specialised for Calcium transport were found. In situ hybridisation 
demonstrated the presence of IGF- II mRNA in the 

trophoblast from the earliest stage, with TGF beta 1 and HGF-SF mRNA 



AUTHOR (S) 



CORPORATE SOURCE: 



SOURCE : 

DOCUMENT TYPE 
LANGUAGE : 
ENTRY DATE: 



AB 



fetus during pregnancy 
Our light and electron 



expressed subsequently but only IGF- II and HGF mRNA 

present in the second half of pregnancy . The results are briefly discussed 
in terms of placental growth and function and indicate that the elephant 
placenta is another example of a unique solution to the variety of 
problems posed by a resident fetus, (c) 2004 Elsevier Ltd. All rights 
reserved. 

L4 ANSWER 6 OF 42 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on STN 
ACCESSION NUMBER: 2005:277077 BIOSIS 
DOCUMENT NUMBER: PRE V2 00510069989 

TITLE: Estimation of sperm deoxyribonucleic acid damage by 

gene- specif ic polymerase chain reaction (PCR) analysis. 
AUTHOR (S) : San Gabriel, Maria; Zhang, Xiaoyang; Zini, Armand 

SOURCE: Journal of Andrology, (MAR-APR 2005) pp. 59. 

Meeting Info.: 30th Annual Meeting of the 

American-Society-of -Andrology . Seattle, WA, USA. March 30 

-April 05, 2 005. Amer Soc Androl . 

CODEN: JO AND 3 . ISSN: 0196-3635. 
DOCUMENT TYPE: Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
LANGUAGE: English 

ENTRY DATE: Entered STN: 27 Jul 2005 

Last Updated on STN: 27 Jul 2 0 05 
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DOCUMENT NUMBER: PubMed ID: 16159864 

TITLE: Myocardial insulin- like growth factor- I gene expression 

during recovery from heart failure after combined left 
ventricular assist device and clenbuterol therapy 

AUTHOR: Barton Paul J R; Felkin Leanne E; Birks Emma J; Cullen 

Martin E; Banner Nicholas R; Grindle Suzanne; Hall Jennifer 

L; Miller Leslie W; Yacoub Magdi H 
CORPORATE SOURCE: National Heart and Lung Institute, Imperial College London, 

Heart Science Centre, London, UK., p.barton@imperial.ac.uk 
SOURCE: Circulation, (2005 Aug 30) Vol. 112, No. 9 Suppl, pp. 

146-50 . 

Journal code: 0147763. E-ISSN: 1524-4539. 
PUB. COUNTRY: United States 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 

FILE SEGMENT: Abridged Index Medicus Journals; Priority Journals 

ENTRY MONTH: 2 00602 

ENTRY DATE: Entered STN: 15 Sep 2005 

Last Updated on STN: 22 Feb 2006 

Entered Medline: 21 Feb 2 006 
AB BACKGROUND: Patients who undergo mechanical support with a left 

ventricular assist device (LVAD) exhibit reverse remodeling and in some 
cases recover from heart failure. We have developed a combination 
therapy using LVAD support combined with pharmacological 
therapy to maximize reverse remodeling, followed by the beta2 
adrenergic agonist clenbuterol. We recently found that clenbuterol 
induces insulin- like growth factor I (IGF- I) in cardiac myocytes in vitro. 
The purpose of this study is -to examine IGF- I expression in recovery 
patients after combination therapy. METHODS AND RESULTS: 
Myocardial mRNA levels were determined by real-time quantitative 
polymerase chain reaction in 12 recovery patients (at LVAD 
implantation, explantation, and 1 year after explantation) . IGF-I 
mRNA was elevated at the time of LVAD explantation relative to donors, 
with 2 groups distinguishable: Those with low IGF-I mRNA at 
implantation who showed significant increase during recovery and 
those with high IGF-I mRNA at implantation who remained high. 
Levels returned to normal by 1 year after explantation. Microarray 



analysis of implantation and explantation samples of recovery 
patients further revealed elevated IGF- II and IGF 

binding proteins IGFBP4 and IGFBP6 . IGF-I levels correlated with stromal 
cell -derived factor mRNA measured both in LVAD patients and in a wider 
cohort of heart failure patients. CONCLUSIONS: The data suggest 
involvement of elevated myocardial IGF-I mRNA in recovery. IGF-I may act 
to limit atrophy and apoptosis during reverse remodeling and to promote 
repair and regeneration in concert with stromal cell derived factor. 

L4 ANSWER 8 OF 42 EMBASE -COPYRIGHT (c) 2006 Elsevier B.V. All rights 

reserved on STN 
ACCESSION NUMBER : 2005183688 EMBASE 

TITLE: Effects of recombinant human follicle- stimulating hormone 

on embryo development in mice. 
AUTHOR: Edwards L.J.; Kind K.L.; Armstrong D.T.; Thompson J.G. 

CORPORATE SOURCE: J.G. Thompson, Dept. of Obstetrics, Univ. of Adelaide, 

Queen Elizabeth Hospital, Woodville, SA 5011, Australia. 

j eremy . thompson@adelaide . edu . au 
SOURCE: American Journal of Physiology - Endocrinology and 

Metabolism, (2005) Vol. 288, No. 5 51-5, pp. E845-E851. . 

Refs: 35 

ISSN: 0193-184 9 CODEN: AJPMD 
COUNTRY: United States 

DOCUMENT TYPE: Journal; Article 

FILE SEGMENT: 002 Physiology 

003 Endocrinology 

021 Developmental Biology and Teratology 

037 Drug Literature Index 

LANGUAGE: English 
SUMMARY LANGUAGE: English 

ENTRY DATE: Entered STN: 12 May 2 005 

Last Updated on STN: 12 May 2005 

AB We have developed a protocol using recombinant human follicle -stimulating 
hormone (rhFSH) to induce ovarian stimulation in the mouse to investigate 
its impact on preimplantation embryo development. Embryos were collected 
from adult female C57B1/6 x CBA F(l) mice treated with rhFSH (0, 2.5, 5.0, 
10.0, or 20.0 IU) or 5 IU equine chorionic gonadotropin (eCG) . Embryos 
were also recovered from nontreated control mice. Embryos were cultured 
in vitro for 88 h, and the stage of development was morphologically 
assessed. The allocation of cells to the inner cell mass or trophectoderm 
of blastocysts was determined by differential nuclear staining. The 
expression of insulin- like growth factor 2 (IGF- II) , 
the insulin-like growth factor receptor (IGF- II 

receptor) , and vascular endothelial growth factor (VEGF) in blastocysts 

was measured by real-time RT-PCR. Blastocyst development was reduced in 

the 10 (72.3 ± 5.1%) and 20 (77.3 + 5.6%) IU rhFSH groups compared 

with control embryos (96.7 ± 1.0%). The number of inner cell mass 

cells was reduced (P < 0.001) in the 5, 10, and 2 0 IU rhFSH groups and the 

eCG group compared with control embryos. We did not find any effect of 

rhFSH treatment on IGF- II, IGF- II 

receptor, or VEGF expression in blastocysts compared with the control 
group. eCG treatment, however, significantly increased the expression of 
IGF-II in blastocysts. These results ' indicate that 
ovarian stimulation with rhFSH impairs the in vitro development of 
preimplantation mouse embryos, and these results may have potential 
implications for clinical ovarian stimulation during infertility 
treatment and subsequent embryo quality. .COPYRGT. 2 005 the American 
Physiological Society . 
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AUTHOR : 
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SOURCE : 
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DOCUMENT TYPE: 
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LANGUAGE : 
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ENTRY DATE: 



Barton P.J.R.; Felkin L.E.; Birks E.J.; Cullen M.E.; Banner 

N.R.; Grindle S.; Hall J.L.; Miller L.W. ; Yacoub M.H. 

Dr. P.J.R. Barton, Molecular Biology, Heart Science Centre, 

Harefield, Middlesex UB9 6JH, United Kingdom. 

p . barton@imperial .ac.uk 

Circulation, (30 Aug 2005) Vol. 112, No. 9 SUPPL., pp. 
146-150. . 
Refs: 30 

ISSN: 0009-7322 CODEN : CIRCAZ 
United States 
Journal; Article 
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Cardiovascular Diseases and Cardiovascular Surgery 
Human Genetics 

Biophysics, Bioengineering and Medical 
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Drug Literature Index 



STN: 



13 Oct 2005 
Last Updated on STN: 13 Oct 2 0 05 
AB Background - Patients who undergo mechanical support with a left . 

ventricular assist device (LVAD) exhibit reverse remodeling and in some 
cases recover from heart failure. We have developed a combination 
therapy using LVAD support combined with pharmacological 
therapy to maximize reverse remodeling, followed by the (3(2) 
adrenergic agonist clenbuterol. We recently found that clenbuterol 
induces insulin- like growth factor I (IGF- I) in cardiac myocytes in vitro. 
The purpose of this study is to examine IGF-I expression in recovery 
patients after combination therapy. Methods and Results - 
Myocardial mRNA levels were determined by real-time quantitative 
polymerase chain reaction in 12 recovery patients (at LVAD 
implantation, explantation, and 1 year after explantation) . IGF-I 
mRNA was elevated at the time of LVAD explantation relative to donors, 
with 2 groups distinguishable: Those with low IGF-I mRNA at 
implantation who showed significant increase during recovery and 
those with high IGF-I mRNA at implantation who remained high. 
Levels returned to normal by 1 year after explantation. Microarray 
analysis of implantation and explantation samples of recovery 
patients further revealed elevated IGF-II and IGF 

binding proteins IGFBP4 and IGFBP6 . IGF-I levels correlated with stromal 
cell -derived factor mRNA measured both in LVAD patients and in a wider 
cohort of heart failure patients. Conclusions - The data suggest 
involvement of elevated myocardial IGF-I mRNA in recovery. IGF-I may act 
to limit atrophy and apoptosis during reverse remodeling and to promote 
repair and regeneration in concert with stromal cell derived factor. 
.COPYRGT. 2 005 American Heart Association Inc. 
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2004:52766 BIOSIS 
PREV200400055709 

Expression of transforming growth factor-beta and 

insulin- like growth factor in molar and placental tissues. 

Pang, Zhan-Jun [Reprint Author] ; Xing, Fu-Qi 

Department of Obstetrics and Gynecology, Nanfang Hospital, 

Guangzhou, 510515, China 

LAB973@f immu . edu . cn 

Archives of Gynecology and Obstetrics, (November 2003) Vol. 

269, No. 1, pp. 1-4. print. 

CODEN: AGOBEJ. ISSN: 0932-0067. 

Article 

English 



ENTRY DATE: Entered STN : 21 Jan 2 004 

Last Updated on STN: 21 Jan 2 004 

AB The semiquantitative reverse transcription polymerase chain reaction was 
employed to detect the expression of transforming growth factor beta 
(TGF-beta) and insulin-like growth factor (IGF) in complete hydatidiform 
mole, normal first- trimester villi, the normal term placenta (after 
vaginal /abdominal deliver) and the preeclamptic placenta at term. The 
expression of IGF- I mRNA was seen in all five tissues, but its level was 
much lower in the term placental tissues with preeclampsia than in other 
tissues. The content of IGF-I mRNA in villous tissues from molar 
pregnancy was slightly higher than in normal first-trimester villi. 
IGF- II mRNA was detected at similar levels in all three 
sorts of term placental tissues. However, the expression level of 
IGF- II mRNA in tissues of complete molar pregnancy was 

significantly lower than in normal first-trimester villi. TGF-beta3 was 
found expressed in all five tissues, while TGF-betal and TGF-beta2 mRNA 
were not detected. Compared to the normal first- trimester villi, the 
expression of TGF-beta3 in complete hydatidiform molar tissues was 
comparatively higher. Furthermore, the expression levels of TGF-beta3 in 
the preeclamptic placenta and the normal placenta after cesarean birth 
were higher than in the placenta after vaginal delivery. We concluded 
that, the change of TGF-beta and IGF expression in placental tissues might 
be involved in the development of trophoblastic diseases of pregnancy. 
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2 002 698507 MEDLINE 
PubMed ID: 12376212 

Insulin- like growth factor binding protein-6 inhibits 
neuroblastoma cell proliferation and tumour development. 
Seurin D; Lassarre C; Bienvenu G; Babajko S 
Unit de Recherches sur la Regulation de la Croissance, U. 
515, Institut National de la Sante et de la Recherche 
Medicale, Hopital Saint Antoine, 184, rue du Faubourg Saint 
Antoine, 75571 Paris Cedex 12, France. 

European journal of cancer (Oxford, England : 1990), (2002 
Oct) Vol. 38, No. 15, pp. 2058-65. 
Journal code: 9005373. ISSN: 0959-8049. 
England: United Kingdom 
Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200212 

Entered STN: 17 Dec 2002 
Last Updated on STN: 18 Dec 2002 
Entered Medline: 13 Dec 2002 
In neuroblastoma cells, survival and proliferation are dependent upon the 
insulin- like growth factor (IGF) system. IGFs actively participate in 
cell growth, whereas IGFBP-6, is associated with the arrest of growth. 
With a view to blocking IGF- II action, we produced 

recombinant human IGFBP-6 capable of binding IGFs with affinities between 

I. 23 and 6.36 x 10(9) M(-l). Ex vivo mitogenic activities were tested on 
two human neuroblastoma cell lines, in which 100 ng/ml IGFBP-6 completely 
abolished the effects of both endogenous and exogenous IGF- 

II. In vivo, nude mice previously injected with neuroblastoma 

cells were submitted to either 15 daily injections of 4-20 microg IGFBP-6 
or implantation of mini-pumps diffusing 20-100 microg IGFBP-6 
over 2 weeks. The result was an average 18% reduction in the incidence 
and development of tumours. Delivery of the IGFBP-6 via mini-pumps also 
delayed tumour appearance by 6-15 days. Our results therefore show the 
involvement of IGFBP-6 in neuroblastoma cell growth, both ex vivo in terms 
of proliferation and in vivo in terms of tumour development. 
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AB Insulin-like growth factor-II (IGF-II) and IGF binding 

protein- 1 (IGFBP-1) appear to play an important role in paracrine 
interactions at the maternal -fetal interface in human pregnancy. Patterns 
of expression of IGF-II and IGFBP-1 at the 

decidual-trophoblast interface suggest paracrine interactions occur 
between the IGF-II-expressing invading cytotrophoblast 
and maternal decidua-derived IGFBP-1. Autocrine/paracrine actions of 
trophoblast -derived IGF-II may be important in 

invasion, and for both trophoblast and decidual function. The actions of 
IGFBP-1 in binding IGF, and as an integrin ligand, suggest it may have 
multiple roles in the interactions between the invading trophoblast and 
the maternal decidua. Abundant decidual IGFBP-1 may interact with the 
IGF-II-expressing, protease-secreting trophoblast to 
modulate invasion. In-vitro studies of trophoblast -decidual cell 
interactions in invasion, and clinical observations in a gestational 
disorder with shallow placental invasion such as pre- 
eclampsia, have provided new insights into the possible role(s) of 
IGFBP-1 in trophoblast invasion. The precise mechanisms underlying IGF 
and IGFBP-1 action at the decidual-trophoblast interface remain to be 
elucidated. The potential predictive value of serum IGFBP-1 
concentrations in pre-eclampsia also remains to be 
established. 
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AB Purpose: Follicular fluid concentrations of insulin- like growth factor 
(IGF) -I, IGF-II, IGF-binding protein (BP)-l, and 

IGFBP-3 in 57 women undergoing in vitro fertilization and embryo transfer 
were examined to determine whether levels reflected differences in 
patients' exposure to gonadotropin stimulation and a diminished ovarian 
reserve. Methods: Preovulatory follicular fluid was obtained from both 
gonadotropin- stimulated and unstimulated cycles. Subjects were grouped 
according to normal or decreased ovarian reserve and whether or not they 
received gonadotropin stimulation. Results: The mean follicular fluid 
concentrations of IGF-I and IGFBP-1 were significantly lower in the 



